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antacid, doesn’t constipate and patients like its taste better.’’ 


MAALox® an efficient antacid suspension of magnesium-aluminum hydroxide gel. 
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Tablets: 0.4 Gram, Bottles of 100 

Samples on request 
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Metamucil’ does 


In constipation, Metamucil produces SOFT, easy stools and activates gen- 
tle peristalsis. By adsorbing and retaining water within the stool Metamucil 
prevents hard feces from forming. And it adds to intestinal residue a soft, 
plastic bulk which ACTIVATES the normal reflex activity of peristalsis. 


Metamucil is a brand of psyllium hydrophilic mucilloid with dextrose. 
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with that knocked out 


| Two 200 mg Noludar” Tablets 
(non-barbiturate) are almost 
certain to produce sound, 
restful sleep. One 200 mg 


tablet is frequently adequate. 
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selective anticholinergic therapy for up to 12 hours 


been studied by Kasich & Fein.’ After a con- 
trol period, GRrapuMET TRAL was adminis- 
tered to 22 patients with active duodenal ulcers. 
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PANEL DISCUSSION ON PEPTIC ULCER* 


SEYMOUR J. GRAY, M.D., Ph.D., Moderator} 
RICHARD WARREN, M.D.} 
JAMES B. DEALY, JR., M.D.{ 
Boston, Mass. 
and 
THOMAS A. WARTHIN, A.B., M.D.§ 
West Roxbury, Mass. 


Dr. Seymour J. Gray:—May I present our panelists this afternoon? On the 
far left is Dr. Richard Warren. Next to him is Dr. James Dealy, and on my left 
is Dr. Thomas Warthin. 


Today's discussion is going to center about peptic ulcer, which is still with 
us and still presents as much of a challenge now as it has in the years past. 


As you know, about 10 per cent of the population develop an ulcer during 
their lifetime, and 1 to 3 per cent of the population before the age of 20 have 
some degree of ulcer activity during any annual period. This means that be- 
tween one and a half to four and a half million people each year are subject at 
one time or another to peptic ulcer disease. Indeed, it reflects the sustained 
duress of our civilization, and although we are trying to determine the cause 
of peptic ulcer, the disease apparently reflects a combination of emotional, 
physiological, and biochemical aberrations. 


*Presented before the 22nd Annual Convention of the American College of Gastro- 
enterology, Boston, Mass., 21, 22, 23 October 1957. 

Assistant Professor of Medicine, Harvard Medical School; Senior Associate in Medicine, 
Peter Bent Brigham Hospital. 

$Clinical Professor of Surgery, Harvard Medical School; Surgeon, Peter Bent Brigham 
Hospital. 

P rAssistant Clinical Professor of Radiology, Harvard Medical School and Radiologist-in- 
Chief, Peter Bent Brigham Hospital. 

§Associate Clinical Professor of Medicine, Harvard Medical School; Chief, Medical 
Service, Veterans Administration Hospital; Senior Associate in Medicine, Peter Bent Brigham 


Hospital. 
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The first subject we would like to discuss—and we will make this as infor- 
mal as possible—is what is new in peptic ulcer disease, and what are the trends. 
I think that one of the most interesting trends is a departure from the concept 
that the stomach is an organ entirely dependent upon the vagus nerve. There 
has been a significant resurgence in recent years towards the endocrine aspects 
of gastric disease. 


For the past five years we have been studying the hypothalamic-pituitary- 
adrenal gastric pathway, and have presented evidence that emotional and physi- 
cal stress may be transmitted to the stomach not only by the vagus nerve but 
also by the adrenal glands. Rage, fear, anxiety, shock, pain, and many forms of 
stress—burns, trauma—may affect the stomach by way of the hypothalamus, the 
pituitary, and the adrenal glands. 


We believe that certain forms of emotional and physical stress are trans- 
mitted to the stomach by two mechanisms: 1. from the higher centers of the 
brain to the anterior hypothalamic nuclei, to the vagus nerve, to the stomach; 
and 2, a pure endocrine pathway from the higher centers of the brain to the 
posterior hypothalamus, to the pituitary, to the adrenal, to the stomach. We can 
measure some of the gastric responses to stress which include alterations in acid 
pepsin secretion, gastric juice viscosity, mucus output, and interference with the 
protective barrier and rate of healing. 


The endocrine approach to gastric disease has been further amplified by 
reports of multiple endocrine tumors associated with severe peptic ulcer disease. 


Zollinger and Ellison in the last few years have described a syndrome of 
severe intractable ulcer disease associated with noninsulin producing tumors of 
the pancreas (involving the alpha cells) often accompanied by adenomas or 
hyperplasia of the adrenal, pituitary or parathyroid glands. Adrenocortical ade- 
nomas or hyperplasia are very commonly found in these patients with severe 
ulcer disease. With parathyroid tumors or hyperparathyroidism, a 35 per cent 
incidence of peptic ulcer has been reported. 


We are beginning to understand why we have never been able to find a 
single cause for peptic ulcer disease. There probably isn’t a single etiological 
factor. The disease represents a syndrome in which neurogenic and endocrine 
influences (parathyroid, pituitary, adrenal, pancreas) all can produce severe 
ulcer disease. Actually the syndrome described by Zollinger and Ellison was 
originally reported in 1903. There is nothing new under the sun. 


The ulcers associated with multiple endocrine tumors or hyperplasia may 
occur anywhere: in the jejunum, in the distal duodenum, in the esophagus, in 
the stomach, or in the duodenal bulb. They are often multiple, and accompanied 
by tremendous hypersecretion. Some patients have secreted as much as 11,800 
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c.c. of highly acid gastric juice in 24 hours. The normal person perhaps puts 
out a fourth or a fifth of this amount. 


Among the advances in the peptic ulcer syndrome is the relationship of 
peptic ulcer to pulmonary and renal disease. Dr. Warthin will discuss this facet 


for us. 


Dr. Thomas A. Warthin:—Dr. Gray, your introduction reminds me that 
someone once said that a moderator should be like the eunuch in a harem, who 
sees that everybody else has a good time, but does not participate in the fun 
himself. 


Your introduction certainly makes you no eunuch. 
Dr. Gray:—Thank you. 


Dr. Warthin:—In the matter of pulmonary disease, there is an increased 
incidence of peptic ulcer in people with chronic emphysema, severe chronic 
bronchitis, or other chronic and severely disabling pulmonary conditions. We 
do not know the exact mechanism behind this. When individuals come in with 
emphysema, and they have a maximum breathing capacity below 50 per cent 
of the expected, or a timed vital capacity of a liter or less per one second, and 
perhaps 2,500 c.c. for a two-second period, they should be suspected of having 
an asymptomatic peptic ulcer. The incidence jumps from Dr. Gray's 1 to 3, to 
15 per cent or more in this group. 


Some of these people have unusually high pepsinogens. We don’t know 
why, but it may be related to carbonic anhydrases associated with the funda- 
mental lung disease. 


I have been particularly interested in the high incidence of ulcer in patients 
with chronic renal disease, particularly chronic pyelonephritis. In our male 
Veterans Administration Hospital patients, 1 in 12 of them with an ulcer of 
some significance will have some renal disorder, particularly in the group that 
does not respond to routine medical therapy. 


The same thing is noted in cirrhoses of the liver, and in other chronic liver 
disease. This was reported from the Peter Bent Brigham Hospital in 1934, ulcers 
being three times as common among the group of cirrhotics as among a normal, 
controlled population. 


There is one final observation I have never heard discussed, though I am 
sure it has been mentioned many times before, and that is the high incidence 
of peptic ulcer in deaf males. If I walk into a ward and see three individuals 
wearing hearing aids, I will prophesy that one of the three has a peptic ulcer. 


Dr. Gray:—At the expense of not being considered a eunuch, I should like 
to comment on the remarks concerning deaf people with ulcers. Certainly many 
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of these individuals are frustrated, and I imagine that this may constitute one 
mechanism of ulcer production. 


Dr. Warthin:—The pepsin goes up. 


Dr. Gray:—I would not be at all surprised. As a matter of fact, we have 
been studying along with the psychiatrists, the chemical changes produced by 
emotions. Under certain conditions of frustration the pepsinogen output has 
increased. One form of frustration is sudden tobacco withdrawal from a heavy 
smoker. In others sleep deprivation produces chronic anxiety. There are many 
conditions, psychological and otherwise, in which the adrenal gland is stimu- 
lated, and we can measure increases in blood and urinary adrenal corticoids 
which coincide with alterations in gastric activity. As a matter of fact we have 
observed four patients who developed acute peptic perforations or active ulcers 
with bleeding, following a coronary occlusion. We know that severe coronary 
pain may stimulate the adrenals to put out more adrenal steroids. 


The same gastric response may occur after surgery. We documented one 
case a number of years ago, who suddenly perforated a gastric ulcer four days 
after mitral valvuloplasty. This coincided with a marked adrenal response to 
the operation. Recently, from Philadelphia, there has been reported a consider- 
able incidence of peptic ulcer production following cardiac surgery. 


Dr. Warren, would you care to comment on this? 


Dr. Richard Warren:—I cannot deny that surgery does have a certain 
amount of stress to it. We are trying all the time in modern surgery to avoid it 
and overcome these stressful situations. 


I don’t think I should say anything more about that at the present time. 


Dr. Gray:—As a matter of fact, before we close the endocrine discussion 
we might consider the seasonal variation of peptic ulcer disease which may be 
related to the seasonal variation in adrenal steroid activity. They parallel each 
other somewhat. 


Perhaps one should say a word about peptic ulcers following ACTH, corti- 
sone or other adrenal steroid administration. In a collected series of 1,350 
patients receiving adrenal steroids the peptic ulcer incidence was about 6.3 per 
cent, and may be as high as 17 per cent with prednisolone. In certain disease, 
as in arthritis, it has been noted in from 17 to 40 per cent. In asthma it is also 
increased. On the other hand the administration of adrenal steroids to patients 
with cancer, leukemia or ulcerative colitis, does not appear to cause an increase 
in ulcer production. 


Dr. Warthin, do you want to elaborate on this theme? 


Dr. Warthin:—I wish I knew why, but it is fortunate where we need these 
aids in ulcerative colitis and regional ileitis, that we do not get this increased 
incidence of stress or endocrine ulcer. 
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Dr. Gray:—The importance of gastric acid and pepsin is further brought 
out by the fact that peptic ulcers developing under adrenal steroid therapy, will 
heal in spite of the continuation of cortisone, ACTH or other adrenal steroids 
if adequate antacid therapy is administered simultaneously. Although the sig- 
nificance of the acid peptic factor has been debated, ulcer healing appears to 
be dependent upon acid neutralization during prolonged adrenal steroid ad- 


ministration. 


Dr. Warren:—I think you must not be left with the impression that these 
things are entirely harmless. In the field of ulcerative colitis and regional ileitis, 
I have seen a fatal hemorrhage following steroids from an ulcer in a patient 
with ulcerative colitis. I must say it is rare and there may be something about 
these conditions, or the habitus of the patient, which makes it less common, 
but they still can get them. 


Dr. Gray:—That is a good point. It has been said that peptic ulcer is less 
common in ulcerative colitis than in other diseases. In general the incidence of 
peptic ulcer, during long term adrenal steroid administration is low in ulcerative 
colitis and in leukemia. There is a risk, however, in long term adrenal steroid 
administration in any disease and it may be wise to maintain these patients on 
antacids to prevent gastric complications. 


Another brief wrinkle in the ulcer problem to stimulate your imagination 
is the report that type O blood is more common in duodenal ulcer. This is not 
entirely documented or proven. The ABO group, however, has been noted to 
be less common in peptic ulcer. The ABO antigens, secreted in body fluids, 
supposedly protect against ulcer. The ulcer patients theoretically do not have 
this protection. This concept has not been accepted in its entirety and is being 
contested by various investigators. 


I think now we ought to go on to the subject of upper gastrointestinal tract 
hemorrhage. We will discuss bleeding from peptic ulcer primarily because the 
problem of bleeding esophageal varices will be discussed at another symposium. 


Dr. Dealy, do you want to tell us about radiological diagnostic procedures? 
Given a patient with bleeding from the upper gastrointestinal tract, how do you 
feel about early x-ray, and what is your general approach to this problem? 


Dr. James B. Dealy, Jr.:—I think it has been well shown by a variety of peo- 
ple that there is no great hazard to early x-ray examination provided one doesn’t 
examine the patient who is in shock, the patient who is passing liquid blood 
from the rectum or the patient actually vomiting blood at the time of the study. 
Barring these three provisions, I think it is perfectly rational to do the exami- 
nation, but it must be done carefully—with the conviction that something may 
be found. Any gastrointestinal examination is a bit of an athletic event, so it is 
important to try to keep it as unathletic as possible for the patient's sake. If 
cautiously done with these considerations in mind, one ought to aspire to, even 
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in the presence of bleeding, an accuracy of from 75-80 per cent in localizing 
the source of active bleeding as it will help the surgeon in any emergency 
operative intervention that may be necessary. 


Dr. Gray:—Do you want to say something about how important it is for 
you, as a surgeon, to determine the site of the bleeding? 


Dr. Warren:—I am a little old-fashioned. I do like to know the site of the 
bleeding. There are a great many surgeons who are satisfied with unsatisfactory 
x-rays, or x-rays done some years before. They operate upon a patient, and then 
perhaps not being able to tell at the operating table where it is, go ahead and 
do the operation of choice in the case anyway. I think this is an approach which 
is effective perhaps 90 per cent of the time, but I like to be nearer 100 per cent, 
if possible. With reference to x-rays; even if the patient has had them not too 
long before, he should have them if he can stand it under the circumstances 
described by Dr. Dealy. 


Dr. Gray:—Are you primarily interested in knowing whether it is a gastric 
or duodenal ulcer? Are you more likely to operate early in a gastric than a 
duodenal ulcer? Is that one of the points you like to determine? 


Dr. Warren:—Under the criteria of operating on bleeding ulcers, I would 
think the distinction between the two wouldn't affect the x-ray. I agree that the 
gastric ulcer is more dangerous and less likely to heal immediately, but I think 
the important thing, the first important thing, of course, if the patient is having 
trouble, is to rule out varices. 


Dr. Gray:—Isn’t it also true that your mortality and morbidity are lower in 
gastric ulcer than in duodenal ulcer? 


Dr. Warren:—Yes, I think that is so. 
Dr. Gray:—Dr. Warthin, do you want to pursue this further? 


Dr. Warthin:—I think it is very important to know whether you have a 
patient bleeding from a gastric or duodenal ulcer. The size of the gastric artery 
is roughly four times that of the pancreaticoduodenal artery, isn’t it, Dr. Warren? 


Dr. Warren:—That is right. 


Dr. Warthin:—This means that the diameter, plus flow, and a few other 
things, tremendously increases the possibility of exsanguination. The only 
patients I have seen bleed to death before my eyes were those with gastric 
ulcer. Patients with bad duodenal bleeding, can be controlled if you run in 
blood in two extremities. You can keep them going and perhaps get in and 
operate. 


So far as I am concerned there is a good deal of difference as far as my 
enthusiasm goes for continuing medical therapy, which I will in duodenal ulcer, 
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versus my terror of the fact that somebody might bleed to death if I know he 
has a gastric ulcer. 


I think another thing—if they have a second portion duodenal ulcer, they 
are especially likely to bleed vigorously. In my experience, 75 per cent of 
patients with true postbulbar ulcer have an arterial bleeding episode. This is a 
distinction from the venous bleeding, which is minor and can be handled quite 
easily, medically. 


Dr. Gray:—Do you think that a patient who comes in with massive upper 
bleeding should be x-rayed immediately? 


Dr. Warthin:—That is our practice. Dr. Warren has been pushing this from 
the surgical side. I have been surprised how well something may be demon- 
strated by the radiologist that we did not suspect. 


Just a month or so ago a young policeman, in whom we had previously 
demonstrated a duodenal ulcer, came in bleeding massively. He had an emer- 
gency gastrointestinal series and, to my amazement, had a large gastric ulcer 
that had never been shown before. At operation, performed because he began 
to hemorrhage again about 24 hours later, we discovered he had an ulcer car- 
cinoma. I think we probably would have gotten the carcinoma out anyway, 
whether we did an emergency examination by x-ray, or not, but it came as a 
surprise. 


You will find an occasional ulcer in a patient who also has esophageal 
varices. This is the dilemma of the radiologist. He may not only find one source 
but two or three, like “The Sorcerer’s Apprentice”. We wish he could tell us 
more specifically from whence the blood is spurting. 


Dr. Gray:—Getting back to Dr. Warthin’s comment on the multiple sources 
of bleeding, we are sometimes confronted with the problem of whether the 
patient should be esophagoscoped, or gastroscoped, as well as x-rayed, in order 
to make a definitive diagnosis. In a certain percentage of cases, probably 25 per 
cent, the source of bleeding cannot be determined by x-ray during the bleeding 
stage, or by previous radiological examinations. In some of these situations it 
may be helpful to esophagoscope the patient (provided the patient can tolerate 
the procedure) to exclude varices, or to gastroscope the patient in certain in- 
stances to determine the source of bleeding. 


In a collected series of 5,192 cases which we have reviewed, the most 
common cause of bleeding from the upper gastrointestinal tract, by far, was 
peptic ulcer. It constituted about 65 per cent of all massive upper gastrointes- 
tinal bleeding. Esophageal varices was second, with a 10 per cent incidence. 
The City Hospital or the Veterans Hospital probably see more esophageal 
varices than the private hospitals. Gastritis also accounts for 10 per cent or 
more of hemorrhage. Cancer, hiatus hernia, etc. contribute a smaller per cent 
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of the total incidence of massive bleeding. We all agree, however, that we 
should do everything possible to establish the diagnosis. 


Our own approach is not to x-ray everybody during the acute bleeding 
phase unless there is a reasonable doubt of the diagnosis. If the patient has 
been examined radiologically a few weeks previously or if the diagnosis of 
peptic ulcer has been definitely established prior to the hemorrhage we believe 
that the radiological examination may be deferred until the bleeding has been 
terminated. In general, however, we do everything possible to establish a 
diagnosis. 


What about intubation, Dr. Warthin? 


Dr. Warthin:—Before we leave x-ray, I should like to make one final point: 
the value of this procedure is directly proportional to the enthusiasm of the 
radiologist or yourself for performing it. If you don’t like the thought of it, or 
your radiologist is scared to do it and is holding the patient at arm’s length, he 
won't get good x-rays, and you will get nothing of value. The same thing is true 
of esophagoscopy. At some hospitals this is done efficiently and effectively be- 
cause they have people expert in using the tube, and therefore one’s decision 
to use or not to use these aids depends on your local circumstances. 


So far as intubation is concerned, do you mean generally the Senstaken 
tube? 


Dr. Gray:—No, a Levin tube, or any other. 


Dr. Warthin:—This is a very valuable test, particularly if you have someone 
who has passed bright red blood, or cherry-red blood. You don’t know whether 
this is the result of rapid transit from the upper gastrointestinal tract, or the 
source is from lower down. This procedure and proctoscopy should always be 
done in such a dilemma, certainly before any surgery is contemplated, so you 
can pinpoint the general location of the bleeding. 


Dr. Gray:—If the patient presents melena and has not vomited blood it may 
be helpful to test a sample of the gastric juice for blood to localize the site of 
bleeding. The surgeons, however, tend to intubate and leave the tube in the 
stomach for a long period of time. 


Dr. Warren:—I should like to speak strongly on the subject because I think 
in some cases it does not do much good to put a tube in momentarily. It is an 
example of what Dr. Warthin has been talking about. You are scared, the 
patient doesn’t want it, and if you pull it out quickly, you will not find any- 
thing. If a person is not vomiting, he ought to have a tube in and it should be 
left in the stomach to get an idea how much is left in the stomach and how 
much is getting down, provided it is not going to interfere with the medical 
treatment. 
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Dr. Gray:—I have had the tube in my own stomach for long periods of time 
and never have learned to enjoy it. I think the procedure increases the appre- 
hension and discomfort on the part of the patient. If a tube is inserted for a 
few minutes and gross blood is aspirated I see no reason for prolonged intuba- 
tion unless there is obstruction or gastric retention. Surgeons, in general, like 
to intubate, as a principle. There may be some advantages, but it isn’t a com- 
fortable or attractive experience. 


Speaking of “attractive” experiences reminds me of two men who met at a 
college reunion. One alumnus said to the other: “How are things going with 
you?” 


“Oh, great! I am doing very well. I have a nice home and family, a Cadillac 
and a station wagon. How are things with you, Chauncey?” 

“Well,” replied Chauncey, “not so good. I have been in jail for the last five 
years on a charge of rape.” 


“That is really hard to believe,” said the first. “You have always been a 
staunch family and church man. How did it happen?” 


“To tell the truth,” Chauncey said, “I really was quite innocent of rape, 
but the judge made it sound so attractive, I pleaded guilty.” (Laughter) 


The tube may be attractive to some, but I would just as soon do without it. 


Now let us turn to the problem of medical management. Dr. Warthin, do 
you want to tell us how you handle patients with massive gastrointestinal 
bleeding, assuming that they are not bleeding from esophageal varices? 


Dr. Warthin:—Briefly, I am fundamentally a feeder, and will give a feeding 
program with liberal amounts of antacids and soft solids, if the individual is a 
young person and a known duodenal ulcer patient from the start. The individual 
that I do not feed, of course, is a patient who has just vomited a large amount 
of blood, because he will undoubtedly reject food. In addition, the case with a 
hematemasis is bleeding more vigorously, and therefore might be a surgical 
candidate. If there is a considerable suspicion in my mind that we may be 
operating soon, a patient should not be passed over to our surgical colleagues 
with a stomach full of blood and food. 


The younger person should be given sedation down to the point of drowsi- 
ness. I have been impressed with the fact that when we have given up medical 
treatment of a continuing bleeding patient and turned him over to the surgeons, 
that when they get the belly open under anesthesia that the tail of the bleeding 
column is well down in the ileum. This suggests that the bleeding stopped when 
anesthesia was induced. Demerol® and sodium phenobarbital, to produce com- 
plete relaxation, are necessary in the young. In the older persons you cannot do 
this safely because of the danger of hypostasis. The initial use of the i.v. glucose 
in everyone who had significant bleeding, should be done to get a lifeline for 
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blood transfusion going. In these infusions I have used ascorbic acid 500 mg., 
and one of the soluble Vitamin K preparations. There is no convincing evidence 
that this does any good; but because we have good luck with it, I am afraid 
to change. 


The use of the antacids, I think, is something that has to be varied with 
the patient. If you are going to x-ray someone who is bleeding, and give him 
large doses of antacids, you must remember to give him magnesium oxide, be- 
cause the combination of the barium, blood, and Gelusil® is a cause of some of 
the worst impactions. The administration of atropine or other anticholinergic 
drugs, I think is also an individual matter. I use them in the young, known 
duodenal ulcer patients, but not in the elderly. The reason we do not use these 
in the elderly, is the well known effect on the eyes, and particularly with the 
elderly, the trouble in emptying the urinary bladder. You can produce a para- 
lysis of the bladder in an elderly man who has an obstructed prostate, which 
will greatly complicate the management of his case. The hazards of atropine 
with the male patient outweigh the advantages when he is over 55 years of age. 


Dr. Gray:—I certainly agree. Also, atropine administered to a patient with 
a tendency to vomit, may promote further vomiting. I believe, moreover, it is 
important to keep the feedings warm, particularly in the patient with nausea. 
We should give milk or milk and cream at body temperature. Ice cold liquids 
increase the tendency to vomit. Cream should be omitted if the patient has a 
tendency to vomit. The night feedings are also extremely important, and should 
be increased. We give the milk or milk and cream with the antacids every two 
hours throughout the night, and every hour during the day. 


If the patient is to be x-rayed it may be hazardous to withhold feedings 
for six or eight hours beforehand because of the danger of further bleeding. In 
order to keep the radiologists happy, we stop the milk and cream during that 
four- to six-hour period, but give them adequate antacids every hour as a 
reasonable compromise. 


Of course, the free use of blood is something we should discuss. Many 
patients with massive upper gastrointestinal hemorrhage have lost half of their 
circulating red cell mass. Transfusions have revolutionized our whole approach 
to the problem. Dr. Warthin will tell us something about that. 


Dr. Warthin:—The matter of the use of transfusions, should be amplified. 
Dr. Andresen, in Brooklyn, still feels that transfusions are contraindicated in 
most instances of bleeding. He bases this on the theory that if you increase the 
blood pressure you will blow out the clot. There is a good deal to support this 
concept if you have an excitable patient who is bleeding. One should keep a 
careful chart of pulse and blood pressure. If these are fluctuating or high we 
should prevent these changes by fully sedating the patient. You can prevent 
the clot from blowing out if you do this, and still restore the blood volume to 
a desirable range. 
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Dr. Gray:—It is well not to let the blood run in too fast unless the patient 
is in shock and needs the blood immediately. We usually take two to three 
hours for each unit of blood (500 c.c.). 


The general management of the bleeding patient is taken care of jointly 
by the surgeon and internist in all instances in our hospital. The patient is ad- 
mitted to medicine, but is seen by the surgeon, too. Hemorrhage is viewed as 
a team problem involving the x-ray man, the surgeon and the internist. 


I should like to have Dr. Warren tell us what his indications are for surgery, 
when he decides to operate, and what criteria influence his decisions. 


Dr. Warren:—I think Dr. Warthin has covered this very well already. The 
important thing is to look on it, as Dr. Gray says, in this way; that the indica- 
tions for surgery here are indications for surgery in any other aspect of duo- 
denal ulcer, namely medical failure, and the case should be treated medically 
first. It then becomes a matter of interpretation of medical failure. That is, 
essentially, continuation of massive bleeding. This, I think, is best measured by 
the ability of the patient to hold his hematocrit or hemoglobin, whichever you 
use, and measure the amount of blood transfusion that is necessary to do this. 


The criterion of perhaps 1,500 c.c. of blood in 24 hours, is a good one. If 
the patient, over a 24- , or 36- , or 48-hour period has been unable to maintain 


the hematocrit, under those circumstances, he is a candidate for surgery. 


The question of the other factors that go into the decision have already 
been discussed, older age, poor risk, gastric or duodenal ulcer. Those are the 
things that might make a difference, rather than in the younger patient who 
has an uncomplicated situation. 


Dr. Gray:—I should like briefly to summarize the indications which we 
have tried to outline, for early surgery, and see if Dr. Warthin and Dr. Warren 
agree. 

The premise in handling these patients is to get them to stop bleeding, 
medically, and then to operate upon selected patients as an elective procedure. 
By this approach the mortality and morbidity are reduced significantly. If one 
operates on everyone during the acute bleeding phase the mortality will be 15 
or 20 per cent. If the bleeding can be terminated medically and the patient is 
operated upon electively the mortality approximates 3-5 per cent. 


The following criteria may be helpful in selecting patients for emergency 
surgery: 1. The patient who bleeds 2,000 c.c. or more on admission, and requires 
four transfusions or more to control shock, usually demands emergency surgery. 
2. If the patient is bleeding at the rate of 1,500 c.c. or more a day, requiring 
three or more transfusions per 24 hours, as Dr. Warren has discussed, and the 
patient is still presenting a fall in blood pressure, a decreasing hematocrit, a rise 
in pulse rate, and signs of peripheral collapse—in other words, if you can’t keep 
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ahead of the patient, with three transfusions a day—one should not wait more 
than a day or two before referring him to surgery. 3. Persistent massive hemor- 
rhage is an indication for emergency surgery. If the patient continues bleeding 
actively three to four days in spite of two or three transfusions daily then 
surgery is indicated. 4. Finally, if there is recurrence of tarry stools or hemate- 
mesis after the hemorrhage has stopped one might as well go ahead with 


surgery. 
I hope these oversimplified criteria in general meet with your approval. 
Do they Dr. Warren? 


Dr. Warren:—Yes. 


Dr. Gray:—Let’s go on to another subject, the differential diagnosis of 
gastric ulcer and cancer. This is a problem which is a difficult one for all of us, 
and I should like to hear from Dr. Dealy on this. 


How do you differentiate gastric ulcer from cancer by x-ray criteria? 


Dr. Dealy:—We didn’t bring any slides and I don’t think it is worthwhile 
to take the time to go to the blackboard. The classical criteria are relatively 
well known. Benign ulcers extend beyond the marginal contours of the stomach, 
with the extent of projection great in relation to the size of the ulcer base, so 
as to effect a cherry-on-the-stem appearance. The base of the ulcer may show a 
discrete rim of mucosa towards which edematous and prominent rugae converge. 
Not infrequently, there is associated antral spasm and also not infrequently one 
finds nonspecific prominence of the mucosa throughout the duodenal loop and 
in the upper small bowel. 


In gastric cancer the characteristic sign, of course, is the meniscus sign. 
Malignant ulcers tend to be “set-in” rather than extending beyond the expected 
contour of the stomach and they are surrounded by an infiltrative cuff. There 
may be diffuse effacement of the mucosa near the base of the malignant ulcer, 
but the rugae will be normal elsewhere in the stomach. One frequently can see 
the intraluminal mass. 


I think that ulcer size is not of consuming significance, generally speaking. 
It is said that malignant ulcers will be slightly larger on the average than be- 
nign ulcers and this may be true. On the other hand, some of the largest gastric 
ulcers we see are likely to be benign. 


If one applies these criteria carefully, one ought to be able to achieve an 
accuracy approaching 80 per cent in the proper identification of a benign or 
malignant process. At least that has been the experience at the Brigham. If one 
adds the cases in which the person interpreting the examination is perceptive 
enough to recognize his own limitations and say he just cannot be sure whether 
he is dealing with a benign or a malignant process, then one can boost one’s 
assistance in a correct therapeutic approach to an even higher level. 
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Dr. Gray:—We all agree that the size of the ulcer is not a distinguishing 
factor. The large ulcers are often benign. What about the location? Does that 
help at all? 


Dr. Dealy:—I think that the location of an ulcer with respect to whether it 
is benign or malignant is not critical. 

This point has been covered very nicely in a paper by Dr. Samuel F. 
Marshall of Boston, in which he points out that the localization of benign ulcers 
to the antrum may be almost as frequent as that of malignant ulcer and, con- 
versely, that the affinity of malignant ulcers for the lesser curvature may run 
surprisingly high in comparison with the well-known localization of benign 
ulcers to this area. 


It is reasonable, nonetheless, to give fleeting thought to the location of an 
ulcer in one’s final assessment, particularly in the antral region, which is the 
most common site of gastric cancer. 


Dr. Gray:—I think that is worthwhile emphasizing. The so-called prepyloric 
or antral lesions are commonly benign. There are two areas which seem to pre- 
dispose toward malignancy: the cardia and the fundus, where 50 per cent of 
ulcers prove to be malignant. On the greater curvature approximately 60 per 
cent of ulcers were found to be malignant. Ulcers in the lesser curvature and 


prepyloric areas are not predominantly malignant. 


What else can we do to help establish a diagnosis? 


I might say, briefly, that when we reviewed our figures on gastroscopic and 
x-ray criteria in a series of gastric ulcers and gastric cancers, the combined error 
of both methods was about around 10 per cent. That is, we were approaching 
an accuracy of about 90 per cent if the two methods were combined. 


Dr. Warthin, what ideas do you have on this? 


Dr. Warthin:—One important thing is family history. If there is a definite 
family history of carcinoma of the stomach, there is an increased likelihood of 
malignancy rather than benignancy. 


Of course, the well-recognized symptoms of distaste for meat, occurring in 
someone with a gastric ulcer should arouse our suspicion of malignancy rather 
than benign ulcer. 


Dr. Gray:—There has been a great deal of emphasis upon gastric cytology 
in recent years. Saline instilled in the stomach and then aspirated and checked 
for tumor cells, can be helpful in the diagnosis depending on the enthusiasm 
of the physician, and the persistence and expertness of the person looking 
through the microscope. The accuracy is anywhere from 50 to 85 per cent, 
depending on the expertness of the cytologist and technic of the physician. 
Certainly it is worth doing. The time-honored acid studies with histamine should 
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be performed because gastric ulcers without acid are usually but not invariably 
malignant. The presence of acid, of course, does not exclude cancer. 


Dr. Warren, do you think that all gastric ulcers should be resected? 


Dr. Warren:—I think that all these matters just being discussed as to how 
to diagnose in a patient who has a small lesion of the stomach, whether it is 
benign or malignant—all these methods should be used, and they are the hope 
of the future. We want to increase diagnostic accuracy and not operate on 
ulcers on which operation is not necessary. If it is cancer, we want to know 
that, but I gather from the discussion the chances are still about 10 per cent 
that you may be wrong in making a diagnosis of a benign ulcer. On the other 
hand if you want the surgeons, on the basis of that, to say that all gastric ulcers 
should be resected most of us won't do it. People won't stand for it, and I don’t 
think a surgeon who says that would do it. 


Instead of saying that “all gastric ulcers should be resected on sight” it is 
better to say that unhealed gastric ulcers are surgical affairs. Then comes the 
question of “unhealed”. Some people say three weeks of treatment, or six weeks 
of treatment. It is an individual problem, and I think the important thing is 
that whoever is treating the patient with an ulcer has a firm and unviolable 
responsibility for following it even after it has healed. 


I have felt that the patient with gastric ulcer followed medically should 
be in a tumor clinic follow-up system. We follow a lot of our tumors. The tumor 
clinic has a sure system of follow-up, but the only gastric ulcers we made a 
decision to follow medically and we have gotten in trouble on were those that 
have been lost to follow-up. 


Dr. Gray:—The gastrointestinal clinic can also follow-up these patients, but 
it is up to the physician. 


Dr. Warren:—They have to follow them up as the tumor clinic does. 


Dr. Dealy:—I want to make one comment. I think most of the errors, speak- 
ing of x-ray interpretation, have fallen into the category of having said it was 
one thing or another, when one really should have said, “I don’t know.” In 
other words, there are still a large number of cases in which the diagnosis by 
x-ray is indubitable. One should not be shaken, because of isolated mistakes, 
to adopt the point of view that the classic criteria are inadequate or that one 
can never really be sure. 


Dr. Warthin:—The physician should differentiate between the ulcer which 
is radiographically benign and the ulcer which is radiographically malignant, 
or suspicious. Of these two, the suspicious malignant ulcer will be treated in 
different fashion than the one which appears benign to the radiologist. 


Given a benign ulcer as seen by the x-ray man, the length of time which 
you are going to spend in healing it, will depend upon the size of the ulcer. If 
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you have a very large ulcer, you cannot heal it in three weeks. If you have a 
2 cm. ulcer, you have to give it eight weeks, and you should make up your mind 
at the beginning that you are going to stick this out. 


The next important course with a radiographically benign ulcer, is strict 
and vigorous therapy, preferably in a hospital, seeing to it that the ulcer be- 
comes healed. An unhealed gastric ulcer is always, in my mind, potentially a 
carcinoma. You determine its healing by x-ray and after the radiologist has said 
that the ulcer is healed by gastroscopic examination. 


I have never seen an ulcer managed in this fashion become malignant later 
on. I have seen a number that did not heal, that escaped us, and have come 
back with cancer in later years. 


Dr. Gray:—It is the responsibility of the physician in treating a patient with 
gastric ulcer to make absolutely certain that the lesion heals completely by 
x-ray, and by gastroscopy (if possible). We are all in accord that if the ulcer 
heals completely, we can rest assured that it is benign. The healing time may 
vary from 3-10 weeks or more depending on patient cooperation, size of the 
lesion, emotional factors, etc. Another corollary to this problem is the question 
whether a benign gastric ulcer can become malignant. Do benign gastric ulcers 
turn into cancers, or are they cancers to begin with? 


Dr. Warthin:—-I think it does occur occasionally, and therefore this 
strengthens my statement that an unhealed ulcer is a bad thing to have, and if 
you can’t heal it, I think it should be removed prophylactically because of the 
possibility of malignancy. 

Dr. Warren:—I think they can be clinically, though it is hard to say. I can’t 
see that it happens pathologically, and I have seen patients who have had 
gastric ulcers for 15 years and have developed malignancy in that site. 


Dr. Gray:—The general feeling is that benign lesions are benign to begin 
with and that cancerous ulcers are cancers initially but simulate benign lesions 
in appearance. Ewing himself thought that not more than 2 per cent of benign 
gastric ulcers become malignant. In a follow-up of 1,600 gastric ulcer cases, 2.2 
per cent died of gastric cancer. This incidence is less than in the population at 
large, indicating that gastric ulcers do not become malignant. In rare instances 
there exist cancer cells in situ, in a benign appearing gastric ulcer, but these 
are malignancies to begin with. Moreover, there is an entity of chronic gastric 
cancer, which we must contend with. There are documented cases of gastric 
cancer patients living 15 years or more. I personally know of one patient who 
was operated on for gastric cancer 18 years previously, and was followed at the 
clinic at the Brigham during this period. We have the original microscopic sec- 
tion of the resected specimen, which revealed cancer cells in the border. The 
patient was operated on 18 years later and cancer was found in the residual 
stomach involving the border. 
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In general, the transformation from a perfectly benign lesion to a malig- 
nancy is apparently extremely rare. 

Finally, I should like to ask Dr. Warren what his favorite resection technic 
is. There has been a great deal written about the Billroth I, gastroenterostomy 
plus vagotomy, gastric resection and vagotomy, and so on. 


Dr. Warren:—You want to save time for questions and I really cannot cover 
all the aspects of the technic. I would say the operation of choice, in my opin- 
ion, still is a subtotal gastrectomy for duodenal ulcer, with a jejunostomy follow- 
ing it. If the patient has a gastric ulcer, I think that having done an operation 
which is essentially a cancer operation, aud the removal of the omentum and 
nodes around the stomach, then gastrojejunostomy is a good thing to do. 


If you are doing the operation for duodenal ulcer, unless you do a very 
radical gastrectomy, it has been shown you will have a higher incidence of 
recurrence than if you do it by gastrojejunostomy. 


I won't go into vagotomy. 
Dr. Gray:—Briefly tell us what you think about it. 


Dr. Warren:—The people who had stuck with vagotomy plus a drainage 
operation, all, I think, except Dr. Dragstedt, have more or less given it up. It 
has more than twice the recurrence rate of subtotal gastrectomy. It is not a 
high rate, not more than 10 per cent at the most, and, if you have a young 
patient, or a patient who is going to have a poor nutritional set-up following a 
gastrectomy, it is reasonable to do a vagotomy and a gastroenterostomy. A 
vagotomy for a marginal ulcer, after a subtotal gastrectomy is a good operation, 
and, if it is an older patient, a gastrojejunostomy alone, in a patient over 70. 


Dr. Gray:—The first question is directed towards Dr. Dealy: “What can 
you tell us about x-ray therapy, and what is its value in gastric ulcer therapy.” 


Dr. Dealy:—X-ray therapy has been used extensively in certain geographic 
areas of the country for ulcer disease, but has never achieved a tremendously 
wide popularity. I think it has to be reviewed critically today in the light of 
the hazards of irradiation as they relate to the use of x-ray therapy for benign 
processes. We ourselves have had very gratifying results in a small series of 
selected cases. When one treats a patient who has run the gamut of gastro- 
enterostomy, subtotal gastrectomy and vagotomy and still has a recurring mar- 
ginal ulcer, with between 1,500 and 1,700 “r” to the stomach and watches the 
patient remain asymptomatic and well, with hypoacidity and low uropepsin 
levels, for a period of several years . . . it is impressive. 


It has been shown quite nicely by the group in Chicago that the important 
thing is to reduce the acid by more than 50 per cent of the pretreatment level, 
and to maintain this reduction of 50 per cent for more than a year. If one does 
this, the recurrence rate of gastric ulcer will be strikingly improved. In the 
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duodenal ulcer group, it is apparently somewhat more important to induce true 
achlorhydria, in which case the improvement in recurrence rate is also striking. 


Dr. Gray:—Would you do it in a patient, aged 78, with benign gastric ulcer 
and average acidity? 


Dr. Dealy:—It would depend on many considerations. I don’t think the 
starting levels of acid are as important as the extent to which one reduces them, 
because, notoriously, gastric ulcers in females may not be accompanied by im- 
pressive gastric hyperacidity. On the other hand the importance of acid in the 
development and maintenance of recurrent ulcers is well recognized. 


Dr. Gray:—Dr. Dealy and I have had several good results with x-ray ther- 
apy. One patient with an intractable marginal ulcer following vagotomy and 
subtotal gastric resection had complete relief of pain and healing after x-ray 
therapy. In general, x-ray therapy is not recommended for gastric ulcer, because 
hypersecretion usually does not present a problem in the gastric ulcer patient. 


Question:—With a patient bleeding for the first time, with no previous x-ray, 
and no previous history of ulcer, how often can you make a diagnosis as to the 
source of bleeding, by x-ray? 


Dr. Dealy:—Hopefully, between 75 and 80 per cent of the time. 


Dr. Gray:—Remember that 20 to 30 per cent of patients coming in with 
massive gastrointestinal bleeding have no previous ulcer history. If the patient 
is bleeding from gastric erosions the diagnosis cannot be made by x-ray. We 
gastroscope these patients as early as possible to see if we can establish the 
diagnosis. 

Dr. Warren:—In 15 per cent of the patients you never do find out. There is 
no source you can find. 


Dr. Warthin:—We have cut that to 8 per cent. 


Dr. Gray:—That is because we don’t gastroscope the patient soon enough. 
Gastritic erosions heal very quickly. The gastric mucosa will regenerate in a 
matter of days, and the erosions heal very quickly. Unless the patient is gastro- 
scoped early, the source of bleeding will remain undetermined. Occasionally 
the bleeding may be from duodenal erosions which cannot be seen gastro- 
scopically. 

Question:—When do you operate upon chronic duodenal ulcer? 


Dr. Warren:—I operate on them when the patient and the medical man 
have given up. 


I do not mean to give a glib answer, but to go into all the details would 
take quite a while. In brief, failure of medical treatment, any ulcer condition 
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that is out of control, a patient who is disabled from working, and multiple 
hemorrhages, are the salient indications. 


Dr. Warthin:—About 20 per cent of chronic peptic ulcer patients end up 
with operation. 


Dr. Gray:— 
“Dear Doctor Gray 
How we pray 
That through the scope 
We may hope 
That your dope 
Will be Okay.” 


Sometimes it isn’t. The gastroscopic procedure is not competing with x-ray. 
We work with the radiologist and a combination of the two procedures in- 
creases our accuracy. Dr. Warthin can remember a number of instances where 
we have found gastric cancers gastroscopically which were not seen by x-ray, 
and, of course, the opposite situation may also exist. 


Question:—Any concern about using cream in ulcer therapy with regard to 
cholesterol and coronary disease? 


Dr. Warthin:—I think this is a pertinent question. We have had five males 


under the age of 35 whom I have been treating for ulcers in the past five, six, 
or seven years, who had coronaries in the past year, 1957. This has made me 
very much concerned about this type of therapy in the ulcer patient. 


Do we know what causes atherosclerosis? If we did, then we could answer 
this question more intelligently, but I think it is a pertinent one, and, frankly, 
we are using a little less cream. 


Question:—Has the general incidence of peptic ulcer increased in the past 
ten years? 


I think it has. When you think of the general disorders of psychosomatic 
type, and the tremendous increase in the incidence of peptic ulcer during and 
after World War II, you wonder what is going on in our civilization that is 
causing the increase. 


Question:—What about the tranquilizing drugs? 


Dr. Warthin:—I think the placebo effect of the enthusiastic physician is 
terribly important as to the effect of the drug that you get. Stewart Wolf has 
shown how important it is if the doctor has a good patient relationship. He can 
give lactose and get almost as good effect as if he was using a drug. I think the 
tranquilizers don’t work as well as phenobarbital. I drift back to it in most of 
my patients, after a while. 
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Question:—Why do you emphasize the use of cream in the management of 
gastrointestinal bleeding? Isn’t skim milk just as effective and less likely to 
cause delay in gastric emptying, and less likely to cause patient intolerance, as 
often occurs with cream? 


Dr. Gray:—Cream decreases the rate of emptying of the stomach, and we 
want to keep the antacids and proteins in the stomach as long as possible. We 
do not use as much cream as we did previously. It depends on the individual 
patient's requirement. If enough antacid is used less cream is needed. Gelatin 
or Jello may be used particularly in patients with peptic ulcer and recurrent 
kidney stones, where calcium administration is contraindicated. 


It is now exactly three-fifteen. I want to thank the members of the panel 
and all of you for your kind attention and interest. 


IATROGENIC DISEASE OF THE GASTROINTESTINAL TRACT® 


DALE G. FRIEND, M.D.+ 
Boston, Mass. 


There are very few words that I can remember from my elementary course 
in college Greek, but among the few that I do recall is the word iatro, meaning 
“physician”, and the word genis, meaning “descent from or created by”. When 
these two words are put together we have a new word, iatrogenic, “created or 
perpetuated by the physician”. Undoubtedly this cause of disease has been 
with us since ancient times for we read in the code of Hammurabi that phy- 
sicians must have a certain amount of skill or they would be punished by 
definite fines or even more severe measures if they failed in their treatment'. 


For many hundreds of years iatrogenic disease was mainly the concern 
of those performing surgical operations for the cure of disease, since there 
were almost no potent drugs. In more recent years, however, iatrogenic disease 
has become a serious problem for all physicians, whether they be surgeons, 
general practitioners, or specialists of any branch of the art and science of 
medicine. This has been brought about by the great advances made in drug 
therapy within our own generation. At the turn of the century there were so 
few potent specific agents available it was almost impossible for the physician 
to produce serious detrimental effects from his treatment. When, however, 
potent hormones, such as thyroid and estrogens, became available early in 
this century and were then followed by sedatives and antibiotics, ample 
opportunities were presented the unskilled or careless physician to produce 
disease by his own therapy. The host of new highly potent agents now avail- 
able and the new ones appearing every day presents innumerable opportunities 
for every physician to bring about iatrogenic disease. It is therefore becoming 
ever more imperative in our society that the physician become more and more 
skilled in the use of the agents he has at his disposal, and furthermore, it is 
behoven upon him to make absolutely certain that he does not do harm with 
his treatment. This, as we shall see, is a very formidable task in view of the 
innumerable substances available to the physician and the high degree of 
potency that exists in many of these compounds. When we realize that nearly 
one and one-half new substances are appearing every day, it seems at times 
as if the task is an impossible one. There is, however, certainly a challenge 
to the physician to accept these new powerful therapeutic substances and to 
learn to live with them in the best possible manner. 


*Read before the 22nd Annual Convention of the American College of Gastroenterology, 
Boston, Mass., 21, 22, 23 October 1957. 


tAssistant Professor in Medicine, Harvard Medical School, Boston, Mass.; Senior Asso- 
ciate in Medicne, Peter Bent Brigham Hospital, Boston, Mass. 
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I wish now to discuss iatrogenic diseases encountered in gastroenterology. 
In general, gastrointestinal iatrogenic disease arises from three sources. These 
are diets, drugs and doctors. It is an exceedingly fertile field since there is 
extensive interest both on the part of the laity and the physician in conditions 
affecting the gastrointestinal tract. We need only to refer to ancient medical 
writings to find that even in the Ebers papyrus, diets and cathartics were 
discussed?. In those ancient times definite procedures had been worked out for 
the improvement of the patient's health through diet and purging. Heroditus, in 
writing about the Egyptians, said that they spent at least three days each month 
fasting and purging themselves. Actually we today are not much different from 
the ancient Egyptians. Dietary regimens, some good, some horrible, are every- 
where evident. Drugs are a serious cause of concern; for example, there are by 
most recent count in the Physician’s Desk Reference of 1957 available and in use 
at the present time at least 100 laxatives, 195 antispasmodic and 146 antacid 
preparations*. Furthermore, there have been developed within the past decade 
many exceedingly potent preparations for therapy directed elsewhere in the 
body which have extensive actions on the gastrointestinal tract and which must 
be followed with a great deal of care and skill on the part of the physician 
if severe difficulties are to be avoided. 


The doctor, even though highly skilled, is still a source of iatrogenic 
disease through his handling of the patient or as a result of his therapeutic 
measures. Moser has recently listed some 50 diseases occurring as a result of 
medical progress, and the list is still growing*. 


Diets prescribed by the physician are usually not a prime source of diffi- 
culty as far as the gastrointestinal tract is concerned. When, however, patients 
are placed on certain diet regimens, particularly in combinations with drug 
therapy, severe and sometimes dangerous gastrointestinal disturbances may 
be produced. I believe the chief dietary problems conducive to gastrointestinal 
iatrogenic disease can be divided into three categories. There are those who, 
because of gastrointestinal difficulties of one type or another, on the advice 
of a physician have become excessive milk drinkers. We are all aware of the 
Burnett syndrome caused by excessive intake of alkalis and milk; but perhaps 
a little less understood syndrome but one which creates a great deal of distress, 
leads to confusion and sometimes unnecessary surgery, is the situation where 
a patient who has either had some mild gastric upset, gastritis or an active 
gastric or duodenal ulcer has, on the advice of his physician, taken to drinking 
fairly large amounts of milk. Then either on the advice of his physician or 
more often on his own initiative the patient has continued the excessive milk 
drinking. A few of these patients develop a very interesting and distressing 
syndrome in which the excessive milk produces large amounts of gas, disten- 
tion and finally a very irritable, tender, spastic condition of the colon which 
causes the patient great pain and distress. This is frequently confused with 
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possible diverticulitis, at times with an inflamed appendix or an upset gall- 
bladder, and at other times, if the irritation and gas are pocketed in the region 
of the splenic flexure, severe pains in the chest, with a pain going to the 
region of the precordium and at times down the left arm. Frequently these 
patients have undergone numerous gastrointestinal x-ray examinations of various 
types without any positive findings. Often one finds the scars of an appendec- 
tomy or a cholecystectomy, and occasionally one finds these patients masquerad- 
ing as angina pectoris. The condition is usually rapidly relieved by immediately 
reducing or stopping the milk intake and encouraging the patient to control 
his difficulties by a properly balanced diet. 


A somewhat similar situation can be brought about by the over-enthusiastic 
use of a high residue bulk diet. Often times this is prescribed by the physician 
and carried out with more than usual enthusiasm by the overconscientious 
patient. Diets containing harsh substances such as bran, green bulky foods, too 
much fruit, frequently supplemented by bulk laxatives also lead to a very 
similar syndrome to that produced by the excessive milk diet. Here again a 
proper dietary regimen restores the normal balance and the patient usually 
recovers completely. 


Finally there is the low residue diet, usually prescribed by a physician 
because of gastrointestinal irritation, particularly gastritis or a chronic duodenal 
ulcer, and continued by the patient long after any possible benefit from it has 
ended. This leads to constipation followed by the use of many cathartics, 
enemas, and all manner of activities to bring about normal bowel movements. 
Although the constipation per se is not harmful, the chain of events initiated 
by the low residue diet frequently leads to the use of agents which can and 
do produce disease in the bowel. One needs only to remember the occasional 
case of bowel obstruction caused by impaction created by antacids, low residue 
diets and belladonna alkaloids to be aware of this danger. 


Diets, however, are only a minor factor since it is usually by use of drugs 
that the physician creates the majority of iatrogenic diseases of the gastro- 
intestinal tract. Time is not available here to go into detail on this exceedingly 
important cause of gastrointestinal tract disease. It is imperative, however, 
that a few of the great drug categories be discussed and their roles in creating 
disease of the gastrointestinal tract stressed. 


Although the antibiotics are undoubtedly among the greatest discoveries 
of modern medicine, they have, within recent years, been responsible for at 
least one very serious gastrointestinal disease. This condition, pseudomem- 
braneous enterocolitis, although not new, is certainly now created in the vast 
majority of cases by the use of the antibiotics, especially tetracycline or penicil- 
lin. There develops a superinfection of the gastrointestinal tract by organisms 
resistant to the antibiotic, usually the staphylococcus, resulting in great inflam- 
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mation, edema, pseudomembraneous formation, toxemia and death of the pa- 
tient, if the condition is not recognized early and treated promptly and vigor- 
ously®*.”, Other less serious enteritis may occur from broad spectrum antibiotic 
therapy. Occasionally the offending organism is a variety rarely found to cause 
trouble, such as the Salmonella muenchen diarrhea recently reported*. 


Another gastrointestinal tract complication of antibiotic therapy is an 
anorectal syndrome whereby, usually following the use of the broad spectrum 
antibiotics and less commonly penicillin and erythromycin, a particularly severe 
burning and itching with excoriation and at times ulceration develops around 
the anus®’°, Fortunately this condition is usually of limited duration. In some 
patients it may be from irritation produced by the drug itself, particularly in 
the case of the tetracyclines, and ceases once the drug is completely eliminated. 
Once established, however, it can be very resistent and persist for months after 
administration of the offending agent has been stopped. 


Another most distressing complication of antibiotic therapy with the 
broad spectrum antibiotics, as far as the gastrointestinal tract is concerned, is 
the development of severe monilia infection of the mucous membranes of the 
buccal cavity and esophagus which results in extensive stomatitis, ulceration, 
bleeding and inability to take food. Frequently this complication occurs only 
after antibiotics have been used for extensive periods of time and in patients 
who have poor mouth hygiene coupled with a debilitating disease. 


Although the analgesic drugs have long been in use, some of them for 
hundreds of years, we are continually finding evidence of iatrogenic disease 
created by these most useful substances. For example, the ability of morphine 
and other narcotic drugs to produce serious nausea and vomiting is ever 
present, and, in susceptible individuals, this has resulted in the Mallory-Weiss 
syndrome with rupture of the lower end of the esophagus or cardia of the 
stomach from extensive vomiting''. Frequently vomiting ot this type can be 
prevented by giving smaller initial doses and repeating the dose rather than 
giving sudden large doses which may precipitate the emesis. Also in highly 
susceptible individuals nausea and vomiting of this etiology can be blocked 
or greatly ameliorated by the use of the newer antiemetic drugs such as 
chlorpromazine (Thorazine) or prochloperazine (Compazine). 


Although the salicylates and particularly aspirin constitute one of the 
least toxic of the analgesic drugs in common use, they can, if not used properly, 
produce gastrointestinal irritation, stomach ulceration and hemorrhage". 
Some authorities, however, do not believe aspirin is a source of gastric hemor- 
rhage. Dehydrated patients with dry mucous membranes who take large 
amounts of aspirin, aspirin in combination with other analgesic drugs, or 
aspirin in alkaline powders, may develop severe irritation of the mucous mem- 
branes of the mouth and esophagus. At times this dehydrating, irritating 
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effect can lead to burning, ulceration, and actual sloughing of the mucous 
membranes of the mouth and esophagus. 


A more recently introduced analgesic is the preparation phenylbutazone 
(Butazolidin). This compound, a derivative of the pyrazolone series of com- 
pounds, is chemically related to aminopyrine, a drug formerly used extensively 
and now nearly abandoned because of its tendency to produce agranulocytosis. 
Unfortunately, phenylbutazone too produces agranulocytosis and is capable, 
when used in large or long-continued doses, of producing ulceration and 
gastric hemorrhage. Certainly any patient receiving it, whether in large doses 
or even in small ones, must be observed carefully if severe damage to the 
gastrointestinal tract is to be avoided". 


Although antacid powders and antacid preparations are for the most part 
not harmful to the gastrointestinal tract, they do, in certain circumstances, 
when not used properly, produce serious difficulty. The dry powders, particu- 
larly the Sippy-type powder, when given with inadequate fluids to a patient 
who is already dehydrated, such as occurs following bleeding, may lead to 
extensive irritation and burning of the mucous membranes of the mouth and 
the esophagus. Care must be taken to see that the powder is properly washed 
down with liquid. Unfortunately, patients receiving large amounts of the 
aluminum hydroxide-type antacids can, if the antacids are combined with 
belladonna or other potent antispasmodics, develop serious obstruction of the 
bowel with impaction of hard, almost rock-like material in the lower bowel. 
This has lead to intestinal obstruction which, at times, must be relieved 
manually. 


The antispasmodics, atropine, belladonna, and the newer synthetic anti- 
cholinergics, when the dose is pushed too vigorously for the particular indi- 
vidual, can lead to severe delay in emptying of the stomach’*. Furthermore 
these antispasmodic agents, in certain patients, may bring about such a severe 
lack of peristaltic activity in the gastrointestinal tract as to be instrumental 
in producing severe obstipation. 


Another great class of agents acting on the gastrointestinal tract are, of 
course, the cathartics. Time does not permit me to discuss all the different 
harmful situations that can be created by these drugs. Mineral oil, often pre- 
scribed by the physician, has a useful place in therapy. It has not been as 
popular in recent years, however, because of various complications resulting 
from its use. As far as the gastrointestinal tract is concerned, one difficulty 
created by long continued use of mineral oil is a spasm of the anal sphincter. 
Apparently in a small percentage of patients who have taken the oil for long 
periods of time there develops spasm of the anus. In severe cases this spasm 
will permit only the tip of the finger to be introduced and this with great 
pain on the part of the patient. 
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Although, as we have seen, drugs designed principally for gastrointestinal 
action can cause iatrogenic disease, when they are used wisely. they are not a 
serious problem. The real difficulty comes from drugs which have principal 
actions elsewhere but which affect seriously the gastrointestinal tract as a sec- 
ondary or toxic effect. There are many drugs in this category and time permits 
me to mention only a few of the outstanding offenders. One of the most recent 
class of agents which has created a great deal of difficulty as far as the gastro- 
intestinal tract is concerned is the steroid hormones. Cortisone, hydrocortisone, 
prednisone, prednisolone and the various derivatives of these have made avail- 
able exceedingly potent substances for the treatment of many conditions. Un- 
fortunately, most of these agents can and do produce severe damage to the 
gastrointestinal tract. Ulceration, hemorrhage and perforation can and do de- 
velop to a surprising degree, particularly when larger doses of the drugs are 
used’?°, The physician must be constantly on the alert for gastrointestinal dis- 
tress and occult blood in the stools if he is to protect his patient from what can 
be a very serious situation. More recently the Swedes have reported amyloid 
disease of the kidney, adrenals and spleen as another complication of steroid 
therapy. We now must be on the alert for this complication in the gastro- 
intestinal tract**. Any discussion of the hormones would not be complete unless 
one mentioned briefly the effect of the estrogens as far as the gastrointestinal 
tract is concerned. In a high percentage of patients, particularly when the dose 


of the estrogen is pushed to a fairly high level, nausea, vomiting and consider- 
able gastric distress occur. In individuals taking large amounts of these sub- 
stances as, for example, in the hormone treatment of carcinomatous lesions of 
the prostate, there can occur very serious gastrointestinal disturbance with 
gastritis, nausea and vomiting. Occasionally antiemetic compounds are needed 
in order to control this very distressing complication. 


Rapid developments in the field of antihypertensive drugs have lead to 
complications and iatrogenic disease of the gastrointestinal tract. Ganglionic 
blockers, by virtue of their ability to block parasympathetic activity as well as 
sympathetic activity, lead to severe difficulties in the gastrointestinal tract. 
Almost invariably severe constipation with fecal retention, and at times gastro- 
intestinal obstruction, occurs following the use of large doses of the ganglionic 
blocking agents. It is necessary when administering them to make certain that 
the patient is eliminating properly. 


One of the most interesting and useful developments in recent years has 
been the isolation and recognition of the active principal in the rauwolfia alka- 
loids, reserpine. This highly versatile and exceedingly important substance is, 
unfortunately, capable of causing distress as far as the gastrointestinal tract is 
concerned. In doses above 1.0 mg. per day it causes increased secretion of 
hydrochloric acid and digestive juices****. In susceptible individuals, and par- 
ticularly in those who have had a previous gastric or duodenal ulcer, there may 
be initiation or reactivation of an ulcer. This ulceration can and does lead to 
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hemorrhage if not promptly recognized and treated. Unfortunately the hemor- 
rhage, when so produced, can be exceedingly pernicious since the action of the 
drug is such as to keep the blood vessels dilated thus permitting a more exten- 
sive hemorrhage than might otherwise be present. Other complications pro- 
duced by this drug in the gastrointestinal tract are increased peristalsis with 
cramps, pains and a syndrome similar to that produced by excessive milk and 
bulk diets. 


Other hypotensive drugs which cause gastrointestinal difficulty should also 
be mentioned. Severe nausea and vomiting may be caused by the veratrums 
and increased gastric secretion and gastrointestinal tract irritation may be pro- 
duced by hydralazine because of its histamine-like activity whereby excessive 
amounts of hydrochloric acid are secreted following its use. Therefore, when- 
ever any of the newer antihypertensive agents are used, a great deal of atten- 
tion must be paid to their action on the gastrointestinal tract if ulceration, hem- 


orrhage, diarrhea or severe cramps and pain are to be avoided and the patient 
protected from harm. 


The anti-Parkinson agents present another category of newer and more 
potent agents which have action as far as the gastrointestinal tract is concerned. 
Most of the recent development in this field has lead to substances exhibiting 
powerful anticholinergic activity. Trihexyphendenyl (Artane), cyclizine (Pagi- 


tane), procyclidine (Kemadrin) and benztropine (Cogentin) are all powerful 
antispasmodic anticholinergic drugs™. Therefore, it is to be expected that the 
use of these agents would lead to severe dryness of the mouth, with stomatitis 
at times being a most distressing complication. In certain patients when these 
drugs are pushed in high doses there may be marked slowing of peristaltic 
activity, which can lead to retention of fecal contents to such a severe degree 
as to require manual removal. 


One should mention briefly the antiepileptic drugs, such as the hydantoins 
(Dilantin) (Mesantoin), phenacemide (Phenurone) and tridione, all of which 
are capable of irritating the gastrointestinal tract and may produce anorexia, 
nausea, vomiting, stomatitis, gastritis and occasional hemorrhage”. 


Many other drugs, or groups of drugs, have untoward action on the gastro- 
intestinal tract, but it is necessary now to consider the role of the doctor and 
his activities in the production of iatrogenic disease. Ample opportunities are 
unfortunately presented to the physician to produce gastrointestinal iatrogenic 
disease when he is carrying out various diagnostic or operative procedures. One 
complication that should be readily avoided, but only too often is not, is the 
obstruction of the gastrointestinal tract from the barium meal. Unfortunately, 
the barium can lead to severe impaction with much distress unless it is elimi- 
nated promptly. This is often a complication of low residue diet, antispasmodics, 
and bed rest with inadequate fluids and large amounts of barium intake. One 
of the more recent and important gastrointestinal iatrogenic diseases created by 
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the physician is the dumping syndrome which occasionally follows a subtotal 
gastric resection. The chronic intractable diarrheas which occasionally follow 
removal of large amounts of the small bowel are also a source of difficulty. 
Acute gastrointestinal tract ulceration with hemorrhage and perforation follow- 
ing surgery is still a problem™. More recently this complication has been a 
source of difficulty following cardiac surgery”’. 


Psychological stress and fear created in the patient by an unskillful physi- 
cian or one who is too busy, too lazy or lacks sufficient interest in the psycho- 
logical problems of the patient can lead to emotional fixation on the gastro- 
intestinal tract. The symptoms thus produced are brought back to the physician 
by the patient who now believes he has gastrointestinal tract disease. Unfor- 
tunately all too often these symptoms may result in removal of normal appen- 
dices, explorations for adhesions, removal of gallbladders, or cysts on the ovary, 
and in the end make a gastrointestinal tract cripple of the patient. 


In the short time allotted I have, of course, only been able to barely touch 
the surface of the numerous situations which can create iatrogenic disease in 
the gastrointestinal tract. In reviewing the many drugs which have potent effects 
on the gastrointestinal tract, I selected only a few of the outstanding ones. 
There are many others which, under proper circumstances, are capable of pro- 
ducing ulceration, hemorrhage and severe destruction along the tract. It is ex- 
ceedingly important for the physician before using any new drug or procedure 
to be thoroughly cognizant of what it can and cannot do and of the possible 
complications that may result from its use. It is imperative, I think, these days 
for a physician, when he is confronted with a new therapeutic agent, to make 
absolutely certain that he is not going to do harm as result of his use of the 
substance. I believe it is exceedingly wise for the physician to wait before using 
any new agent until it has been thoroughly studied by several investigators and 
has had sufficient clinical use under controlled situations to indicate its merits 
and shortcomings. 
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Discussion 


Dr. H. Edward MacMahon (Boston, Mass.):—It may seem rather paradox- 
ical to you and to many of the audience that a pathologist should be invited 
to discuss a paper on therapy, for if there is one thing a pathologist does not 
and should not do, it is to treat patients. Perhaps I was invited because of my 
unusual opportunity to study at the autopsy table the good and bad effects of 
modern therapy in patients of all ages. 


Dr. Friend, who has just delivered a well prepared and most timely 
paper, graciously sent me a copy a short time ago that I might come prepared 
to discuss his paper before you. After reading this paper and after listening to 
it this morning, I am quite certain that you will agree with me that there could 
be little room for controversy. Many of you, from your own practice, could sub- 
stantiate much that he has said. 
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As I am not a specialist in your field, I shall not confine my remarks to 
your specialty, but will make a more general comment, bearing, however, on 
the same theme, that will be as applicable to the alimentary system as it is to 
the rest of the body. 


First, the statement is so often made in reference to modern medicine, that 
“there is nothing new under the sun”. Let me tell you something: nothing could 
be farther from the truth. We, in pathology, and I am sure this is equally true 
for you in the clinical field, are not only seeing diseases that have not been seen 
before, but also are seeing such striking changes in old familiar patterns that 
many can no longer be recognized. 


This is an extraordinary age. We have, in a therapeutic sense, something 
for almost everything, and many of these new diseases that you and I are see- 
ing, as well as those changing patterns in the old, are in large measure, the 
result of newer forms of therapy. One might say, “Give us a disease and we'll 
find a remedy,” and, conversely, “Give us a remedy, and we'll develop a 
disease.” 


Before I say any more, however, and lest I be misunderstood, let me ex- 
press my respect, as a pathologist, for the many real advances that are being 
made today in the field of pharmacology and therapeutics. Fortunately, in the 


great majority of cases, the over all effect of modern therapy, when intelligently 
employed, is good. This is not our problem; the real problem deals with the 


unrestrained and indiscriminate use of many of our newer remedies. 


For us in pathology, this has become so important that in order to interpret 
our findings in the laboratory and at the autopsy table, it has become necessary 
to preface our diagnoses with a note bearing directly on the various forms of 
therapy that have been used in respect to the disease or the patient under con- 
sideration. To mention only some of the more important, there are the anti- 
biotics, hormones, tranquilizers, anticoagulants, antihypertensive drugs, cyto- 
statics, thyreostatics, radiation therapy, radioisotopes, vaccines, antihistamines, 
transfusions, electrolytes and even fluids. 


Surely we are living in a therapeutic age. I say this because we have so 
many and such specific forms of therapy, but let me remind each of you that 
1. many of these remedies today are dangerous, and 2. that specific therapy 
warrants first an equally specific diagnosis. There is no excuse for giving a 
specific form of therapy for a disease that does not exist. 


Admitting that in medicine, as in life itself, there is always a risk, I do not 
believe that one is justified in subjecting a patient to a diagnostic or therapeutic 
risk that is greater than the risk of the disease one is treating. In other words, 
before initiating a particular form of therapy, one should know one’s patient 
well, one should know the natural course of the disease under consideration, 
and, lastly, one should be as conscious of the immediate and remote injurious 
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effects of the remedy on the patient and his or her progeny as one is of its 
benefits. I am not thinking of rabbits, rats, and mice, but of men, women, and 
children. Sensitizations gained in infancy may not become apparent till middle 
age. This warning holds for mild diseases as well as for those whose course is 
both serious and progressive. Even in the case of malignancy, whether it be 
tumor or leukemia, I do not believe that any of us should be so presumptuous 


as to gamble a possible prolongation of life against a probable accelerated 
death by therapy. 


Ten years ago I came before this society for the single purpose of con- 
demning thorotrast as a diagnostic agent. Today I come before you again par- 
ticularly to decry the irresponsible use of innumerable drugs, including some 
of the most valuable antibiotic agents available, that can initiate a variety of 
subtle allergic reactions in every organ in the body. I have in mind an expand- 
ing list of noninfectious inflammatory diseases of the heart and blood vessels 
that are dependent upon an initial injury to the lining endothelium (dysoria). 
The number of such cases is growing rapidly in all age groups, and it is these 
that are causing more suffering, economic loss of time and money, and, what 
cannot be overlooked, more deaths than most of you are aware of. 


Dr. Dale G. Friend (Boston, Mass.):—I am very much impressed with what 
Dr. MacMahon has had to say, since he sees the end results of our therapy. In 


my field I am constantly approached to evaluate and look into new drugs and 
new series of compounds, and more or less my work is to try to get some infor- 
mation on that. I am appalled at some of the claims I see made, and I am con- 
stantly trying to impress people who are preparing advertisements for various 
drugs, that they must put warnings on drugs that have toxic possibilities. 


It is practically impossible for physicians to keep up with drug advances. 
With approximately one and one-half new compounds appearing every day, it 
is necessary to ask continually what are the side-effects? What are the toxic 
effects of this drug? What actions has it against other systems? I find all too 
often that the people who are talking about drugs do not know much about 
toxic effects. To my mind, many times this is more important than the actual 
effect of the drug. Frequently the new drug is just another one added to a series 
of four, five, or a dozen we already have in the category. It is therefore impor- 
tant that we seek the highest degree of efficiency with the lowest degree of 
toxic possibilities. 


A CRITICAL EVALUATION OF ROENTGENOLOGY AND GASTROSCOPY 
IN THE DIAGNOSIS OF GASTRIC DISORDERS*t 


A. XERXES ROSSIEN, M.D., F.A.C.G.} 
Kew Gardens, N. Y. 
and 
ARNOLD STANTON, M.D., F.A.C.P.§ 
Richmond Hill, N. Y. 


Gastroscopy as a routine procedure is less feasible than roentgenology 
of the stomach. The comparative ease and volume of information attainable 
give precedence to x-ray study. There is every reason to believe that with 
continued improvements in the technic of gastrointestinal roentgenology the 


TABLE I 


ANALYsis OF X-RAY AND Gastroscopic D1acnosis mv Gastric DIsEAsE 


Agreement by 
x-ray and 
gastroscopy 


Diagnosed by 
x-ray with negative 


gastroscopic 
findings 


Diagnosed by 
with negative x-ray 
findings 


Renshaw, Clark 
and Forsythe’ 


64% 


9% 


Benedict? 


Benedict! 


Rossien and 
Stanton 
(Present Series ) 


60.3% 


8.6% 


25.8% 


diagnostic opportunities will increase both in the pathologic and differential 
capacities. The prime diagnostic intent shall continue to be a concerted effort 


*Because of the illness of Dr. Rossien, this paper was read by Dr. Asher Winkelstein 
of New York, N. Y., before the 22nd Annual Convention of the American College of Gastro- 
enterology, Boston, Mass., 21, 22, 23 October 1957. 

+From the Department of Medicine (Dr. Arthur A. Fischl, Director) by the Division of 
Gastroenterology (Dr. A. X. Rossien, Chief, Retired), Queens General Hospital, Jamaica, 
N. Y. 

tConsultant Yowrye Queens General Hospital; Gastroenterologist, Triboro 
Hospital; Assistant Clinical Professor of Medicine, New York Medical College. 

§Associate Physician, Queens General Hospital; Physician, Jamaica Hospital. 
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a 54% 29% 17% 
a 40% 21% 24% 
= 
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in the direction towards a reduction of the percentage of error. In consequence, 
procedures that increase our diagnostic acumen will continue to be employed. 


In a previous communication’ the senior author emphasized that “while 
the gastroscopist and roentgenologist need not necessarily compliment each 
other, nevertheless they can supplement each other”. Gastroscopy is a valuable 
adjunct towards that end and, therefore, should be resorted to in nondefinitive 
gastric roentgen studies. Not unlike roentgenology gastroscopy concededly has 
its limitations, for obvious reasons referred to as “blind” or “black” spots. These 
can be somewhat reduced by cautious rotation of the patient in addition to 
the routine rotation of the instrument. 


Lest too much emphasis be placed on adjuncts, it is well to recall that 
clinicians have in the past and may in the future make correct diagnoses with- 
out adjuncts. Small symptom-producing lesions may not be brought into view 
on either of the aforementioned procedures but a correct clinical diagnosis 


TABLE II 


CLINICAL MATERIAL 


38 
Females 20 


58 
Age Incidence 21 to 85 yrs. 
14 patients in each of the 5th, 6th and 7th decades 
16 patients total in the 2nd, 3rd and 8th decades 


may conceivably be made. The so-called “negative” report must always be 
evaluated in the light of the clinical picture. Roentgen shadows and gastro- 
scopic views are best interpreted when coordinated with the clinical history. 


The comparative report to follow was motivated by the appreciation and 
utilization of the aforementioned facts. 


The roentgen diagnosis of gastric carcinoma is positive in about 90 per 
cent® of cases and approximately 90 per cent® of gastric ulcers can be demon- 
strated roentgenologically. Gastroscopy should be reserved for cases where 
the roentgenologist is not certain of the exact nature of the lesion and the 
question of medical versus surgical treatment arises; such cases as differenti- 
ating gastric malignant neoplasm from hypertrophic gastritis, gastric syphilis 
and lymphoblastoma (Figs. 1, 2 and 3); where x-ray studies are negative but 
symptoms persist; cases of unexplained gastrointestinal hemorrhage; in the rec- 
ognition of gastric tumors, polyps and the various types of gastritis; and to 
intermittently observe the healing of a benign ulcer‘. 
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TABLE III 


Summary or STUDIED 


Postoperative 
adhesions 


Duodenal 
ulcer 


Peptic ulcer 


Postoperative 
adhesions 


Hyperten- 
sive heart 
disease 


Neg. 


Marginal 


ulcer 


Neg. 


Irritable 
colon 


Neg. 


Neg. 


Diabetes 
mellitus with 
acidosis and 
pseudotabes 


Filling defect in- 

volving cardiac 

of stomach 
estive of 


ignancy 


1. Thick greenish 
plaque on 
curvature of pars 
media & submucus 
hemmorhage. 
Stomach appears 
stiffer than 
normal. 

2. Nevus-like 
structure with 


Melena 


Carcinoma of 
stomach 


Hematemesis 
& melena 


Gastric carcinoma 
with 50% gastric 
retention at 6 
hours 


11. 


Carcinoma 
of rectum 


Neg. 


12. |49 |M 


Duodenal 
ulcer 


Stomach 
Duodenal 


13. |65 | F 


Hematemesis 


Neg. 


Numbers under Gastroscopic Findings refer to first and second studies. 
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2. Yes | Stomach neg- Superficial 
Duodenal ulcer gastritis 
8. Perisplenitis 
Hypertrophied 
small intestine 
Normal 
nal i stomach 
mucopurulent 
coating. 
10. | 72 No Scirrhous Carcinoma 
carcinoma of prepyloric 
of antrum area 
| 76 Hypertrophic 
gastritis 
Yes > Superficial 
| Yes| Neg. 
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TABLE III (Continued) 


SumManry oF SERIES STUDIED 


Carcinoma 
of stomach 


Gastric ulcer on 


pars pylorica (less. 


Bleedin 
peptic ulcer 


uodenal ulcer 


Hematemesis 
& melena 


Stomach neg. 
duodenal ulcer 


Hypertrophic 
gastritis 


Peptic ulcer 


Multiple gastric 
ulcers 


Prepyloric 
ulcer 


Bleedin 
peptic ulcer 


Hypertrophic 
gastritis 


Hypertrophic 
gastritis 


Hematemesis 


Stomach neg. 
duodenal ulcer 


Neg. 


Hiatus hernia 


Hiatus hernia 


Hiatus hernia 


Hematemesis 
& melena 


Hour-glass 
stomach other- 
wise neg. 


Neg. 


Hematemesis 
& melena 


Stomach neg. 
Pylorospasm 


Neg. 


Pernicious 
anemia 


Neg. 


Atrophic 
gastritis 


Hematemesis 
& melena 


Filling defect of 
pars media & pen- 
etrating ulcer of 
lesser curvature; 
duodenal ulcer & 

astric retention. 

robable malig- 
nancy 


Penetrating ulcer 
of lesser curvature 
& hypertrophic 
gastritis 


Carcinoma 
of stomach 
or colon 


Lymphosarcoma 
or carcinoma of 
stomach & colon 


Scirrhous 
carcinoma 
of stomach 


Peptic ulcer, 
syphilis 


Bizarre picture 
— be due to 
multiple ulcers, 
lues or lympho- 
blastoma 


Lymphoblastic in- 

volvement of stom- 
ach with ulceration 
although lues can- 

not be excluded 


Numbers under Gastroscopic Findings refer to first and second studies. 
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iS} 
3 Qe 3 
14, | 69 Yes) Hypertrophic 
gastritis 
curvature ) hyper- 
trophic gastritis 
15. | 35 Yes | Hypertrophic Duodenal ulcer 
— adherent to 
pancreas 
19. | 73 No Duodenal ulcer 
adherent to 
pancreas 
|F 
_ 
26. | 21 | F Yes Mazzini 4 plus 
Wassermann 
4 plus 
| 
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TABLE III (Continued) 


Summary or SERIES STUDIED 


Carcinoma of 
gastrointesti- 
nal tract 


Gastric ulcer on 
pars pylorica (less. 
possible 
carcinoma of 
pancreas 


Carcinoma of 
gastrointesti- 
nal tract 


Gastric ulcer on 
pars media (lesser 
curv. ) 


H 
gastritis 


Bleedin: 
peptic ulcer 


Stomach neg. 
duodenal ulcer 


Hypertrophic 
gastritis 


Bleedin 
peptic ulcer 


Gastric ulcer 


Gastric ulcer 


Chronic gastritis & 
jejunal dumping 


Hypertrophic 
gastritis 


Stomach neg. 
Duodenal 


Neg. 


Ulcer of greater 
curvature with 
probable malig- 
nancy & duodenal 
ulcer 


Hypertrophic gas- 
tritis & benign ul- 
cer. In view of 
chronicity & loca- 
tion near greater 
curv. advise sur- 
gical treatment 


2 chronic gas- 
tric ulcers & 1 
acute ulcer, all 


on greater 
curvature & 


_ hypertrophic 


rugae. Diag- 
nosis carcinoma 
of stomach 


th 


Myelogenous 
leukemia 


Neg. 


Mixed gastritis 


Myelogenous 
leukemia 


Bleedin 
peptic ulcer 


Penetrating 
tric ulcer on lesser 
curv. & duodenal 
ulcer with possi- 
ble malignancy 


Benign gastric 
ulcer & 
trophic gastritis 


Infiltrating carci- 
noma of antrum 
or antral gastritis 


Nodular infiltra- 
tion & ulceration 
suggestive of 


gnancy 


Numbers under Gastroscopic Findings refer to first and second studies. 
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3 Bea 3 
27. | 41 Yes Neg. Carcinoma of 
head of pan- 
creas 
31. | 57 Marginal Yes 
ulcer 
32. Bleedin Yes 
|| 
33. | 69 Peptic ulcer, | Yes 
possible 
carcinoma 
ph 
etastasis 
36. | 49 | M| Carcinoma Yes 
mal 
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TABLE III (Continued) 


Summary OF SERIES STUDIED 


E 


Gastric ulcer 


Yes 


Gastric ulcer 


Ulcer with suspi- 
cious neoplastic 
changes 


Gastric ulcer 


Gastric ulcer 


Benign gastric 
ulcer 


Carcinoma 
or ulcer of 
stomach 


Antral gastritis 
with malignant 
implantation 


Impaired antral 
activity. 
bable benign 


antral ulcer 


Gastric ulcer 


1, Perforated gas- 

tric ulcer with ac- 

cessory pocket on 

lesser curvature of 
ars media. 

2. Multiple gastric 

ulcers 


1. Neg. 


2. Neg. 


Gastric ulcer 


1. Benign gastri- 
tis, 
gastritis. 
2, Hypertrophic 
gastritis. 


Stomach neg. 
Duodenitis 


Neg. 


Hypertrophic 
gastritis 


Superficial 


gastritis 


Gastric ulcer 


1. Benign gastric 
ulcer 


2. Two benign 
ulcers suggest 
surgery. 


Infiltrating indu- 
rated lesion in 


prepyloric area, 
probably car 


cinoma 


Submucosal lesion 
due to neoplasm 
or stenosis 


46. | 54 | M| Alcoholic 


gastritis 


No 


Neg. 


Superficial 
gastritis 


Numbers under Gastroscopic Findings refer to first and second studies. 
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Os 
39. Yes Prepyloric 
benign ulcer 
| 
42. Ventral Yes 
hernia with 
adhesions 
43. | 47 Duodenal 
ulcer 
44, | 63 | F | Duodenal Yes 
ulcer 
45. Carcinoma Yes Lymphosar- 
of stomach coma with 
lymph node 
metastasis 
si 
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TARLE III (Continued) 


SUMMARY OF SERIES STUDIED 


Case} Age 


Sex 


Clinical 
diagnosis 


Presence of 


impression 


Gastroscopic 
impression 


Pathological 


findings 


58. | 60 


| Peptic ulcer 


Carcinoma 


Peptic ulcer 


Peptic ulcer 


| Duodenal 
| ulcer 


Carcinoma 
of stomach 


Carcinoma of 


stomach or 
bleeding 


peptic ulcer 


Carcinoma 
of cecum 


| Peptic ulcer 
Peptic ulcer 


Carcinoma 
of colon 


| Duodenal 
ulcer 


Yes | 


Stomach neg. 
Duodenal ulcer 


Neg. 


Gastric ulcer 


Gastric ulcer on 
pars pylorica (less. 
curvature ). 


Stomach neg. 
Duodenal ulcer 


Neg. 


1. Persistent finger 
print areas in car- 
diac region. 

2. No neoplasm 

in stomach. 

3. Suggestive 


neoplasm. 
Stomach neg. 
Gastric ulcer on 
pars pylorica (less. 
curvature ). 
Carcinoma of 
stomach or 
hypertrophic 


gastritis 


Neg. 


Neg. 


Benign ulcer. 
Hypertrophic 
gastritis. 


Atrophic gastritis 


1. Neg. 


| 2. Gastric ulcer. 


Neg. 


Neg 


Benign gastric 
ulcer, hyper- 
trophic gastritis 
Polypoid carci- 


noma of body of 


| stomach extend- 
| ing to fundus 


| Atrophic gastritis 


Hypertrophic 


| gastritis 


Neoplastic infil- 
tration & ulcera- 
tion of gastric 
prepyloric area 


| Mixed gastritis 


| Gastric ulcer 


Liver biopsy 
showed cir- 
rhosis 


Carcinoma of 

| hepatic flexure 

| with metastases 
to liver 


Numbers 


under Gastroscopic Findings refer to first and second studies. 
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| | 
| | | 
| | 
— = 3| | | 
| | 
| } 
| 
4. /79 | M| No| 
; 
49. |70|F | | Ys 
|_| | 
50. F | Yes | 
| | | 
52. |54 | M | No| 
53. | 84 | M | No 
| | 
54. |73 | No | 
55. | 48 | M Yes | 
56. | 78 | M No a 
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Since the introduction of the flexible gastroscope observations have been 
made which are clinically valuable and statistically significant. Many revealing 
reports have been published referable to gastroscopic diagnoses*" as well as 
comparative studies between x-ray and gastroscopic findings®*"°, The results 
of these studies and the series herein reported are summarized in Table I. 


REPORT AND COMMENT 


Clinical material:—The series herein reported includes 58 patients. There 
were 38 males and 20 females. The age incidence varied from 21 to 85 years 


Fig. 1—X-ray and gastroscopic impressions were in agreement. Antiluetic treatment resulted 
in relief of gastric symptoms and follow-up x-ray studies revealed marked improve- 
ment of gastric shadows. 


with a mean age of 53 years. There were 14 patients in each of the fifth, sixth 
and seventh decades; the remaining 16 patients were in the second, third and 
eighth decades (Table II). 


Methods employed:—The conventional methods for gastrointestinal x-ray 
series and gastroscopy were used. Five patients were gastroscoped twice due 
to improper preparations and/or failure of the patients’ cooperation at the 
time of examination. Hence, a total of 63 gastroscopies were performed. 


Gastric Lues 
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Table III presents, in serial order, the clinical, x-ray and gastroscopic im- 
pressions along with the available laboratory, biopsy and surgical findings. A 
total of only 13 (22.4 per cent) patients submitted to laboratory, biopsy and/or 
surgical investigations. 


Final diagnoses were necessary to deduce all of the aforementioned per- 
centages. The final diagnoses were based upon the combination of: 1. Histories 
and physical examinations; 2. correlation of the data obtained by the various 
methods of investigations; 3. clinical responses to nonspecific therapy for symp- 


Fig. 2—X-ray diagnosis was infiltrating indurated prepyloric lesion, probably carcinoma. On 
gastroscopy the impression was that of a submucosal lesion due to neoplasm. Subtotal 
(% resection) gastrectomy revealed specimen which was lymphosarcoma with lymph 
node metastases. 


tomatic relief and specific therapy as in Case 26 (antiluetic treatment); 4. in 
questionable cases definitive gastroscopic impressions were accepted. 


Observations:—A total of 21 gastric ulcers were observed (Table IV). 
Eleven (52.4 per cent) of these ulcers were brought into view on both x-ray 
and gastroscopic study; six (28.5 per cent) were found only on roentgenological 
examination; four (19.0 per cent) were observed only on gastroscopy. The loca- 
tions of those ulcers diagnosed only on x-ray study and the gastroscopic impres- 


ae 4 
- 
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sions gained in those six cases are recorded in Table V. Table IV suggests that 
percentagewise gastric ulcers are somewhat more readily diagnosed via x-ray 
study than by gastroscopy. 


There was a total of 9 (15.5 per cent) gastric malignant neoplastic cases 
among the 58 patients studied. Six (66.6 per cent) of these gastric malignancies 
were diagnosed via both methods. The percentage of visualization by only 
x-ray study without visualization on gastroscopy was 33.3 per cent (3 cases). 
None was found only on gastroscopy (Table VI). 


Fig. 3—Three x-ray studies revealed nondefinitively diagnosed gastric lesion—neoplasm sus- 
pected, Gastroscopy revealed polypoid carcinoma of cardia extending into gastric 
pars media on posterior wall. 


Table VI suggests that percentagewise gastric malignant neoplastic lesions 
are more readily diagnosed via x-ray and gastroscopic study than gastric ulcer, 
notwithstanding the facts that the size and location of the lesions influence 
their accessibility for diagnosis. 


In nonoperated patients the definitive diagnoses of the various types of 
gastritis had to await the advent of gastroscopy. A roentgenologic diagnosis 
of hypertrophic gastritis may be arrived at by maintaining a high index of 
suspicion. Normal giant rugael folds of gastric mucosa may conceivably be 


Rossien and Stanton—Roentgenology and Gastroscopy in Gastric Disorders 509 


roentgenologically interpreted as hypertrophic gastritis. Atrophic and super- 
ficial gastrits do not present a distinct x-ray picture. Nodular hypertrophic 
gastritis may, roentgenologically (Figs. 4 and 5), closely simulate the appear- 


TABLE IV 


Gastric ULcers OBSERVED IN 58 PATIENTS 


Total cases diagnosed 21 (36.2% of total ) 
Diagnosed by both methods 11 (52.4%) 
Diagnosed only by x-ray 6 (28.5%) 
Diagnosed only by gastroscopy 4 (19.0%) 

Total diagnosed by x-ray 17 (80.9%) 

Total diagnosed by gastroscopy 15 (71.4%) 


ance of gastric malignant neoplasm, but on gastroscopy the opportunity of dif- 
ferential diagnosis is considerably enhanced. Consequently, we have accepted 
in this report the gastroscopic impressions of gastritis. 


TABLE V 


Gastric ULcers OBSERVED ONLY ON X-RAY AND THE IMPRESSIONS 
GAINED ON GASTROSCOPY 


X-ray Gastroscopy 


| 
Pars pylorica Hypertrophic gastrits 
(lesser curvature ) 


Pars pylorica Negative 
(lesser curvature ) 


Paris media Hypertrophic gastrits 
(lesser curvature ) 


Pars media Negative 
(lesser curvature ) 


Pars pylorica Negative 
(lesser curvature ) 


Pars pylorica Hypertrophic gastritis 
(lesser curvature ) 


There was a total of 23 (39.6 per cent) of all types of gastritis cases in 
this series (Table VII). Fourteen (24.1 per cent) of the 58 patients had hyper- 


Case 
14 
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trophic gastritis. Pollard and Cooper" observed hypertrophic gastritis in 25 per 
cent of their series of cases. These 14 hypertrophic gastritis cases represent 60.8 
per cent of the 23 patients having gastritis. There were 3 atrophic, 4 superficial 
and 2 mixed varieties of gastritis. 


TABLE VI 


GasTrIC MALIGNANCIES OBSERVED IN 58 PATIENTS 


Total cases diagnosed 
Diagnosed by both methods 
Diagnosed only by x-ray 
Cases 8, 33 and 39 
Diagnosed only by gastroscopy 
Total diagnosed by x-ray 
Total diagnosed by gastroscopy 


9 (15.5% of total ) 
6 (66.6%) 
3 (33.3%) 
0 


9 (100.0%) 
6 ( 66.6%) 


Laparotomy—Case 8, Normal stomach 


and perisplenitis; Case 33, Two chronic 


and 1 acute ulcer with hypertrophic rugae and carcinoma; Case 39, Benign 


prepyloric ulcer. 


Eight patients had duodenal cap ulceration. Four (50 per cent) of these 


cases had an accompanying gastritis. Four additional patients had both gastric 
and duodenal ulcers but for purposes of simplification are included only under 


the tabulation and discussion of the former. It is our concerted opinion that 


TABLE VII 


Gastritis OBSERVED IN 58 PATIENTS 


Total cases diagnosed 23 (39.6% of total ) 


Diagnosed by both methods 4 (17.3%) 


Diagnosed only by x-ray 
Diagnosed only by gastroscopy 
Total diagnosed by x-ray 
Total diagnosed by gastroscopy 


0 
19 (82.6%) 


4( 17.3%) 
23 (100.0%) 


Total number of gastritis 23 


14 (60.8%) 
4 (17.4%) 
3 (13.0%) 
2( 8.7%) 


Hypertrophic gastritis 
Superficial gastritis 
Atrophic gastritis 
Mixed variety gastritis 


Gastritis was observed in 4 (50%) of the duodenal cap ulcer cases and in 
9 (42.8%) of the gastric ulcers. 


in a larger series of chronic duodenal cap ulcerations the incidence of accom- 
panying gastritis would be greater than 50 per cent. Reports®'** varying from 
19 to 66 per cent have been published. 
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The incidence of gastritis accompanying gastric ulceration was found in 
9 (42.8 per cent) of our 21 gastric ulcer patients. Templeton and Schindler’ 
stated that 80 per cent of their gastric ulcer cases had gastritis. It can be readily 
appreciated that an occurrence of 80 per cent or more gastritis does develop 
in varying stages of gastric ulceration. 


Fig. 4—X-ray diagnosis was gastric carcinoma. Gastroscopic diagnosis was nodular hyper- 
trophic gastritis. Patient is alive and in moderately good health eight years later. 


Fig. 5—Same case as Fig. 4. Spot-films taken with patient in erect position and lesion 
under pressure. 


Sixteen (27.5 per cent) of our patients had developed hematemesis, melena 
or both. Table VIII categorizes these cases. 


When hematemesis without melena occurs, the lesion is more apt to be 
in the esophagus or stomach than beyond that area. When melena develops 
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without hematemesis, the lesion is probably beyond the stomach. Alternating 
antistalsis and peristalsis of a bleeding small intestine could result in both 
hematemesis and melena. Gastrointestinal hyperperistalsis in gastric and/or 
duodenal bleeding may result in frank blood being passed on defecation". 


TABLE VIII 


SUMMARY OF BLEEDING CASES IN THIS SERIES. 


Hematemesis 
Lesion Hematemesis | Melena | andmelena | Total 


Duodenal ulcer 


Gastric ulcer 


Gastric malignant neoplasm 


Hypertrophic gastritis 


Cause undetermined 


X-ray and gastroscopic diagnoses were in agreement in 35 (60.3 per cent) 
patients of our series; 5 (8.6 per cent) cases were definitively diagnosed as 
having a gastric lesion via x-ray but had “negative” gastroscopic findings. 
Patients reported as “negative” on roentgenology revealed that 15 (25.8 per 


TABLE IX 


NuMBER OF FINAL DIAGNOSES IN THE 58 PATIENTS 


Diagnosed by both methods 36 (60.3%) 

Diagnosed only by x-ray 5 ( 8.6%) 

Diagnosed only by gastroscopy 15 (25.8% ) 
Total diagnosed by x-ray 40 (68.9% ) 
Total diagnosed by gastroscopy 50 (86.2%) 


No definitive diagnoses were reached by both and/or either method on 3 (5.2%) 
patients. 


cent) of that group had a gastric lesion diagnosis on gastroscopy. There was a 
variance of opinion between x-ray and gastroscopic diagnoses in 3 (5.2 per 
cent) cases (Table IX). 

Gastroscopy confirmed the presence of gastric lesions observed on roent- 
genology, brought into view lesions not observed via x-ray study and assisted 
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the roentgenologist in pin-pointing or excluding the type and/or location of 
gastric lesions. This method of endoscopy was contributory in establishing the 
diagnoses in 52 (89.7 per cent) of our 58 patients. In the remaining 6 (10.3 
per cent) cases gastroscopy was noncontributory due to: 1. technical difficulty 
resulting from excessive gastric secretion, 2. lesion was on a gastroscopic “blind” 
spot, 3. gastric antral spasticity. 


SUMMARY 


A comparative evaluation of gastric roentgenologic and gastroscopic im- 
pressions of 58 patients is herein reported. 


The impressions were in agreement in 35 (60.3 per cent) cases. Fifteen 
(25.8 per cent) additional patients had definitive evidence of lesions only on 
gastroscopy. Thus a total of definitive gastroscopic impressions was gained in 
50 (86.2 per cent) patients. In addition to the aforementioned 35 patients there 
were five (8.6 per cent) cases with only definitive gastric roentgenologic im- 
pressions. There was, therefore, a total of 40 (68.9 per cent) patients on whom 
definitive gastric roentgenologic impressions were gained. There were 3 (5.2 
per cent) cases upon whom no definitive impressions were obtainable with 
either method of examination. 


A total of 21 (36.2 per cent) patients presented evidence of gastric ulcera- 


tions. These impressions gained by both methods of examination were similar 
in 11 (52.4 per cent) of the ulcers observed. Six (28.5 per cent) additional 
gastric ulcer cases were observed only on x-ray study, which brings the total 
observed on roentgenology to 17 (80.9 per cent) of the aforementioned 21 
patients with gastric ulcerations. This lesion was brought into view on gastro- 
scopy alone in 4 (19.0 per cent) cases, thereby, making a total of 15 (71.4 per 
cent) instances where gastroscopy was contributory in the 21 diagnoses of 
gastric ulcer. 


An impression of gastric neoplastic malignancy was arrived at in 9 (15.5 
per cent) of the 58 patients studied. Six (66.6 per cent) of these 9 cases were 
observed via both methods of investigation. The remaining 3 (33.3 per cent) 
impressions were reached only on roentgenology, probably due to the patients’ 
improper preparation and/or lack of cooperation for gastroscopy. 


It is a well established fact that of the two methods used in our evaluation 
the impression of existing gastritis had best be limited to the gastroscopic find- 
ings. Twenty-three (39.6 per cent) patients, under gastroscopy, presented evi- 
dence of gastritis. These 23 cases were categorized as 14 (60.8 per cent) hyper- 
trophic gastritis, 4 (17.4 per cent) superficial gastritis, 3 (13.0 per cent) atrophic 
gastritis and 2 (8.7 per cent) mixed varieties of gastritis. Four (50 per cent) of 
our 8 duodenal cap and 9 (42.8 per cent) of the 21 gastric ulcer patients pre- 
sented evidence of accompanying gastritis, which is considerably less than 
usually reported. The incidence of gastritis accompanying these latter two 


514 THE AMERICAN JOURNAL OF GASTROENTEROLOGY 


lesions is undoubtedly greater, depending on what stage of the disease the 
patient is gastroscoped. 


CONCLUSIONS 


This investigation has confirmed the original statement that gastroscopy 
should supplement gastric roentgenology wherever feasible and is mandatory in 
questionable roentgen diagnoses. Neither one of these methods for gastric diag- 
nosis are infallible and each has inherent limitations, which is similarly factual 
about every method of diagnosis. Recognition of these fallibilities and limita- 
tions will lead to utilization of all procedures directed towards reduction in 
errors of diagnosis. 


In evaluating methods of diagnosis we occasionally encounter unwarranted 
overenthusiasm and/or skepticism. These are usually the short-comings respec- 
tively of the novice and the uninitiated. It cannot be overemphasized that in 
the middle of their roads lies the path of the scientist and progress. 
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DIscussIoN 


Dr. Edward B. Benedict (Boston, Mass.):—I have enjoyed the paper very 
much, presented by Dr. Winkelstein on behalf of Dr. Rossien and Dr. Stanton, 
and I agree that the radiologist and the gastroscopist should work together. One 
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of these methods complements the other. X-ray should always precede gastro- 
scopy because it gives information about the esophagus and duodenum as well 
as the stomach. Besides that, it is an easier procedure. 


At the Massachusetts General Hospital we reserve gastroscopy for the diffi- 
cult diagnostic problems, particularly where the x-ray is doubtful or there is 
unexplained bleeding. Gastroscopy should not be a routine procedure. 


The importance of gastroscopic biopsy is very great in the differential diag- 
nosis of gastritis. In all other endoscopies we are accustomed to getting biopsies 
—laryngoscopy, bronchoscopy, esophagoscopy, proctoscopy, and peritoneoscopy, 
but until recently (1948)! we have not been able to get gastroscopic biopsies. 
Biopsy is particularly important in the differential diagnosis of gastritis, diffuse 
carcinoma and lymphoma, as well as in the study of gastritis. 


As a result of our experience with gastroscopic biopsy, I would like to 
emphasize the changing concept of gastritis. In 1949 I stated that “reddening 
edema and adherent secretion may be present in a gastric mucosa that shows 
no significant histologic change”, and, vice versa, “there may be pathological 
evidence of gastritis in a stomach that locks normal to the endoscopist”. 


Again in my book on endoscopy’ I stated in 1951: “It is already apparent 
that the clinical appearance of severe gastritis is not always substantiated by 


histologic evidence. In some cases, on the other hand, a relatively normal ap- 
pearing stomach may show pathologically a considerable degree of gastritis.” 


Therefore I feel that no gastroscopic examination is complete unless biopsy 
under direct vision is available. That does not mean that we take a biopsy every 
single time, but at least we have it available. We use the so-called operating 
gastroscope for observation as well as for biopsy. 


In 1956, Dr. Leonard Atkins, of our pathology department, and I* reviewed 
239 gastroscopic biopsy slides in gastritis and concluded that the verrucous 
appearance of the gastric mucosa thought gastroscopically to be chronic (so- 
called hypertrophic gastritis) is associated with a normal histologic picture in 
most cases. Our feeling is, and our pathologists agree, that the term “hyper- 
trophic gastritis” does not mean anything and should be abandoned. 


I should like to show two or three slides. 

(Slide) This is a general view of the gastroscope, showing the additional 
channel for the forceps to take a biopsy. 

(Slide) This shows a close-up view, showing the forceps in position, with 
the lid lifter directing the tip of the forceps and the lens focused on the forceps, 


so you can see what you are getting. I am not saying it is always easy to get a 
biopsy of exactly what you want, but we do get many such biopsies. 


(Slide) This shows the size of the biopsy specimen obtained. We have 
been criticized by some for not getting large enough pieces of tissue, but that 
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is not the case. We do get adequate biopsies in almost every case, and the 
pathologist is well satisfied. 


(Slide) Here is a woman of 41 who complained of having had a year and 
a half of distress, and burning, and regurgitation. The x-ray showed giant rugae 
and the question was as to whether it was gastritis or lymphoma. Gastroscopy 
showed large folds and a verrucous appearance. The biopsy showed only acute 
and chronic gastritis. We thought we had very well ruled out lymphoma, and 
subsequent follow-up of this patient over a ten-year period has proved that we 
were correct. 


(Slide) Here was a man of 63 who had weakness, pernicious anemia, poor 
response to liver treatment. He was x-rayed four times with varied and doubtful 
results. The last one they thought was perhaps negative. Gastroscopy showed a 
4 cm. lesion anteriorly which was deeply ulcerated and biopsy proved it to be 
adenocarcinoma. By gross appearance one could not tell that it was carcinoma. 
We were quite surprised, in fact. 


(Slide) Here was a 27-year old man, a young doctor, who complained of 
four months’ distress, and he came in in such a writhing condition we thought 
he needed a psychiatrist. Actually the x-ray showed a question of gastritis or 
ulcer with giant rugae and possibly a diffuse lymphoma. Gastroscopy showed a 
questionably rigid appearance. We were questioning gastritis or lymphoma. 
Biopsy, however, by gastroscopy showed colloid carcinoma. 


(Slide) This was a woman of 60 who had three years of gas, cramps, nausea 
and vomiting. X-ray showed a large polypoid mass they thought was carcinoma. 
Gastroscopy showed a gross picture of carcinoma, but the biopsy showed 


lymphoma of the clasmatocytic type. 


In addition to the above examples of the value of gastroscopic biopsy, I 
would like to emphasize again the changing concept of gastritis’ and the im- 
portance of gastroscopic biopsy in the study and evaluation of gastritis. 
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Dr. Asher Winkelstein (New York, N. Y.):—A priori we would expect radi- 
ography to be superior to gastroscopy in the diagnosis of prepyloric lesions, 
high gastric lesions, and lesions of the greater curvature and the fundus. 
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Gastroscopy, on the other hand, should be superior to radiography in the 
diagnosis of very early malignant lesions, various flat lesions, in the differential 
diagnosis of benign from malignant ulcers, and in the diagnosis of gastritis. It 
is also superior to the x-rays in deciding when there is a complete healing of a 
gastric ulcer. 


With reference to the findings of Drs. Rossien and Stanton, as reported 
here today, it is surprising to find the x-ray superior to gastroscopy in the diag- 
nosis of gastric ulcers in the pars media on the lesser curvature. 


Dr. Bernard Wolf believes they are equally efficient, but he is a radiologist. 
Dr. Rudolph Schindler feels that gastroscopy is far superior, but he is a gastro- 
scopist. Their claim that carcinoma in the form of tumors are easier to diagnose 
by x-ray, than benign ulcers, is probably warranted. It is doubtful, however, if 
x-rays are superior to gastroscopy in the differential diagnosis of benign from 
malignant ulcers. 


A word about gastritis: careful pathologic studies of resected ulcer stomachs 
at our hospital, by Dr. Klemperer et al, revealed a higher incidence of gastritis 
than Dr. Rossien and Dr. Stanton found. Biopsy, however, is probably superior 
to either gastroscopy or x-rays for this diagnosis. 


Drs. Rossien and Stanton state that hypertrophic gastritis is more easily 
diagnosed by gastroscopy than by x-ray. We agree with this point of view. We 
should like to add that atrophic gastritis can be diagnosed only by the gastro- 
scope and not at all by x-rays. 


With reference to the bleeding cases of unknown etiology, it is highly prob- 
able that the esophagoscopy and gastroscopy would be more revealing than 
x-rays if they were performed during the bleeding episode. We have been dis- 
appointed diagnostically when we x-rayed the bleeding cases at the time of 
active bleeding. 


Finally, the literature on this subject indicates clearly that the two methods 
of examination are in agreement in 75 per cent of the cases. It is a fact, as I 
have indicated here, that in certain cases the x-ray is superior, and in certain 
other cases gastroscopy is more revealing. 


On 122 gastric cases studied recently at The Mt. Sinai Hospital, we found 
an agreement in diagnosis in 80 per cent of the cases using cytology, x-rays and 
gastroscopy. In a few cases cytology led to a diagnosis where the other methods 
failed. 


Finally, let us agree with the authors in the main conclusion of their careful 
study, that both methods are of value. It should also be added that improved 
methods of biopsy and cytologic study should also form an integral part of our 
diagnostic armamentarium. 


THE USE OF A SUSTAINED RELEASE 
TRANQUILIZER-ANTICHOLINERGIC COMBINATION 
IN PATIENTS WITH DISTURBED DIGESTIVE FUNCTION 


SAMUEL MORRISON, M.D.* 
Baltimore, Md. 


Disturbed digestive function in people whose occupational or familial en- 
vironment subjects them to mental and emotional stress is well known’. Chronic 
exposure to these stimuli is clearly the cause of functional gastrointestinal dis- 
orders, and is thought by some observers to be intimately related to the devel- 
opment of many organic digestive diseases as well. 


The present medical management of patients in whom emotional stress is a 
significant contributory factor to altered digestive function includes drugs that 
inhibit secretory and motor activity, and drugs, principally sedatives, that re- 
duce emotional over-stimulation. Other measures such as antacids, dietary regu- 
lation, rest, and psychotherapy have also been employed. 


Many of the newer synthetic anticholinergic drugs have been of some value 
in inhibiting excess motor activity and acid secretion. Sedatives have been use- 
ful in reducing the emotional aspect of disturbed gastrointestinal function, but 
their use has been limited because of their generalized depressant action on the 
central nervous system. This has been particularly true in ambulatory patients. 
Ideally, a drug that reduces or in some way alters the ill effects of mental and 
emotional stimuli should not affect central nervous system functioning. One of 
the newer tranquilizing drugs, prochlorperazine}, appears to possess this action. 


It would seem therefore, at least from a theoretical point of view, that a 
combination of prochlorperazine and an effective anticholinergic agent might 
offer a more effective “psychological-physiological” approach to the manage- 
ment of patients in whom emotional stress is a contributory factor to digestive 
complaints. To test this hypothesis, a group of these patients was treated with 
a combination of prochlorperazine and isopropamide iodide}, in sustained re- 
lease capsules**. These drugs were prepared in such a way that the activity of 
both lasted fo: 12 hours. A report on the use of this combination of drugs 
follows. 


Drucs 


The pharmacology of prochlorperazine, a phenothiazine derivative, indi- 
cates that it is a potent antiemetic’; that it blocks conditioned reflexes; and that 


*Associate Professor of Medicine, and Associate Professor of Gastroenterology, University 
of Maryland School of Medicine. 

¢tCompazine, Trademark, Smith, Kline & French Laboratories, Philadelphia, Pa. 

tDarbid, Trademark, Smith, Kline & French Laboratories, Philadelphia, Pa. 

**Combid, Trademark, Smith, Kline & French Laboratories, Philadelphia, Pa. 
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it produces measurable antispasmodic, antihistaminic, and sympatholytic ef- 
fects*. Clinical reports** indicate that prochlorperazine is of great value in the 
treatment of disturbed digestive function that may be related to mental and 
emotional factors. 


Isopropamide iodide produces antispasmodic and antisecretory effects that 
last for at least 12 hours following oral administration*’. Clinical evaluations** 
have shown that isopropamide is extremely useful in controlling gastrointestinal 
symptoms associated with functional and organic digestive disorders and that, 
because of its natural 12-hour activity, it has to be taken only twice daily (q12h). 
Cayer’, in a study that lasted approximately one year, noted that the side-effects 
related to the chronic administration of isopropamide iodide were less frequent 
and severe than those resulting from atropine. 


In the present evaluation, prochlorperazine and isopropamide iodide were 
administered in a single sustained-release capsule containing hundreds of tiny 
pellets of each of the drugs. Pellets containing isopropamide iodide were de- 
signed to release their medication immediately upon ingestion. Those containing 
prochlorperazine were coated with a special material and were designed to 
release a portion of the drug immediately, and the remainder over the next eight 
to ten hours. In this way, the tranquilizing effects of prochlorperazine were con- 
trolled to last for 12 hours, and to equal the inherent 12-hour antispasmodic and 
antisecretory effects produced by isopropamide iodide. Since the effects of both 
of the drugs lasted for 12 hours, patients had to take the preparation only twice 
a day (ql2h). Each of the capsules contained 10.0 mg. of prochlorperazine in 
sustained-release form and 5.0 mg. of isopropamide iodide. 


MATERIAL AND METHOD 


The present evaluation was conducted in a group of 65 patients with a 
wide distribution of age, sex, and diagnosis. In common, all patients possessed 
psychoneurological symptoms such as tension, anxiety, apprehension, or rest- 
lessness, as well as a variety of gastrointestinal disorders. The patients ranged 
in age from 26 years to 71 years; 42 were men and 23 women. 


All of the patients had been treated previously. Some of them had been 
under medical management for as long as 20 years, and were chosen for the 
present evaluation because of their poor response to previous medication. In 
this way, the history of each patient served as a baseline for rating the effective- 
ness of the present medication. 


The diagnoses and number of patients with each were: peptic ulcer, 31; 
pylorospasm, 12; irritable colon syndrome, 18; and one each of hyperchlor- 
hydria, gastritis, ulcerative colitis, and functional diarrhea. All of the patients 
with peptic ulcer had undergone physical, radiographic, and laboratory exami- 
nations before a diagnosis was made. To preclude the possibility of organic 
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digestive disease, patients with diagnoses other than peptic ulcer also underwent 
radiographic examinations. 


When placed on prochlorperazine and isopropamide iodide in sustained 
release capsules, all of the patients had symptoms that were characteristic to 
their particular diagnosis. These included pyrosis, abdominal distention, epi- 
gastric distress, night pain, postprandial pain, eructation, diarrhea, melena, and 
“indigestion”. Chronicity and recurrence of ulcer-symptoms were common in 
the past to most of the ulcer patients. As mentioned previously, all of the 
patients exhibited mental or emotional symptoms such as anxiety, tension, or 
apprehension that contributed to or were the cause of their gastrointestinal dys- 
function. 


TABLE I 


RESULTS OF THERAPY WITH A COMBINED PREPARATION OF PROCHLORPERAZINE 
IN SUSTAINED RELEASE FoRM AND IsOPROPAMIDE IODIDE 


Results 
Diagnosis Excellent Good 


Peptic Ulcer 1l 


Pylorospasm 


Irritable colon syndrome 


Other® 


*See text for description. 


RESULTS 


Results of therapy were based on objective findings observed during peri- 
odic examination of patients and on the degree of symptomatic relief reported 
by the patients at successive consultations. In addition, repeat radiographic and 
other laboratory examinations were selectively made. When all symptoms, 
digestive as well as mental and emotional, disappeared completely, the response 
was considered “Excellent”; moderate relief of symptoms was scored as a 
“Good” response; minimal relief, “Fair”; and no relief, “Poor”. Based on these 
criteria, the results of therapy with prochlorperazine and isopropamide iodide 
in sustained release capsules were excellent or good in 58 (89 per cent) of the 
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patients and fair or poor in 7 (11 per cent) patients (Table I). Only three 
patients, all of whom obtained poor results with previous medication, did not 
benefit from the present medication. 


As might be expected, considering the type of patients studied, relief of 
symptoms was immediate in some patients, occurring within one or two days 
after they had taken the first dose of medication. Others took the medication 
for longer periods of time, a week to two weeks, before an effect on symptoms 
became apparent. 


The results of therapy with the tranquilizer-anticholinergic combination 
were compared with the results patients had obtained while taking previous 
medication (Table II). Previous medication was considered effective in 11 
patients (17 per cent), moderately effective in 31 patients (48 per cent), and 
ineffective in 23 patients (35 per cent). Results of therapy with the sustained 


TABLE II 


CoMPARISON OF RESULTS ON TRANQUILIZER-ANTICHOLINERGIC THERAPY 
with THOsE OBTAINED WHILE TAKING Previous MEDICATION 


Results 


Moderately 
Effective Effective Ineffective 


Present Medication 58 (89%) 4 (6%) 3 (5%) 


Previous Medication 11 (17%) 31 (48%) 23 (35%) 


release capsule form of prochlorperazine and isopropamide were effective in 58 
patients (89 per cent), moderately effective in 4 patients (6 per cent) and in- 
effective in only 3 (5 per cent) patients. 


The most satisfactory dose employed in this group of patients was one 
sustained release capsule every 12 hours. By the end of the evaluation period 
several patients required only one sustained release capsule of the preparation 
a day to remain asymptomatic. Also, 30 patients had become asymptomatic and 
had a the preparation. All of these patients have remained symptom- 
free to date. 


Side-effects related to the use of prochlorperazine and isopropamide iodide 
in sustained release form were reported by 10 patients. In six patients the side- 
effects were mild or moderate; in four they were severe, but in only one instance 
was it necessary to discontinue the medication. Side-effects consisted of con- 
stipation, urinary hesitancy, dryness of the mouth, drowsiness, dizziness, and 
“fogginess”. 
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COMMENT 


In an earlier evaluation’? we showed that, before developing an ulcer, 
patients who are chronically exposed to unfavorable emotional stimulation un- 
dergo periods during which spastic and irritable states of the digestive tract are 
evident. Some patients overcome these preliminary psychosomatic states before 
an actual organic lesion develops. Some, however, never resolve their problems 
and develop an ulcer as a result of their continuous exposure to adverse emo- 


tional stress. The present series is representative of both of these groups of 
patients. 


Patients who experience preulcer symptoms should receive intensive therapy 
for the physiological aspect of their distress. At the same time, they should 
be helped to develop insight into their emotional problems in order to remove 
the tense, anxious, or apprehensive backgrounds that may eventually produce 
somatic lesions. They should also be helped to understand the nature and treat- 
ment of their disease. Prophylactic therapy of this type for the preulcer patient 
has been too often neglected. Undoubtedly some of the neglect has resulted 
from the paucity of medications that specifically affect the emotional aspect 
of peptic ulcer and related gastrointestinal disease. 


The medical management of patients with peptic ulcer has become rela- 
tively uniform since the development of synthetic anticholinergic drugs. Some 
of these drugs inhibit excess motor and secretory activity of the gastrointestinal 
tract and, when used with other methods that constitute the so-called “stomach- 
rest” regimen, they produce moderately gratifying results, particularly during 
the acute phase of the disease. Because they are designed primarily for the 
treatment of organic digestive disease, these drugs have no effect upon emo- 
tional stimuli, and in a sense do not effect “total-patient” management. Conspi- 
cuously absent among these newer drugs is an anticholinergic with a natural 
long duration of activity, such as the one used in this evaluation. The advent 
of tranquilizing drugs and their combination with effective anticholinergic 
agents may represent an important tool in the future management of this large 
group of patients. 

The results of the present evaluation in which an encapsulated combination 
of prochlorperazine, a tranquilizer prepared in sustained release form, and 
isopropamide iodide, a naturally long-acting anticholinergic were used, are 
indeed encouraging. The efficacy and patient acceptance of this combination 
of drugs in sustained release form were remarkable in view of the patients’ 
reaction to previous medication. Part of the patient acceptance was due, un- 
doubtedly, to the convenience of having to take this combination of drugs 
only twice a day. 


SUMMARY AND CONCLUSIONS 


1. Sixty-five patients varying in age, sex, and diagnosis were treated with 
an encapsulated combination of prochlorperazine, a tranquilizer that had been 
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prepared in sustained release form, and isopropamide iodide, a naturally long- 
acting anticholinergic. The effects of this preparation lasted for approximately 
12 hours. In common, the patients complained of a variety of gastrointestinal 
disorders and exhibited symptoms of tension, anxiety, apprehension, restless- 
ness, and emotional instability. Patients were chosen for the evaluation because 
of the generally poor response they had obtained with previous medication. 


2. Therapy with this tranquilizer-anticholinergic combination lasted for 
from 2 weeks to 13 weeks and averaged 6.3 weeks. Fifty-eight (89 per cent) 
of the patients had good to excellent results, and 7 (11 per cent) of the patients 
had fair or poor results. 


3. Previous medication was considered effective in 11 (17 per cent) pa- 
tients, moderately effective in 31 (48 per cent) patients, and ineffective in 23 
(35 per cent) patients. The sustained release form of prochlorperazine and 
isopropamide iodide was considered effective in 58 (89 per cent) patients, 
moderately effective in 4 (6 per cent) patients, and ineffective in only 3 (5 
per cent) patients. 


4, The results of the present evaluation in which a combination of an 
effective tranquilizer, prochlorperazine, and a long-acting anticholinergic, iso- 
propamide iodide, are indeed encouraging. This combination of drugs, one of 
which is in sustained release form, may represent an important tool in the 
future management of patients with disturbed digestive function in whom 
emotional over-stimulation and stress are important contributory factors. 
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Although anticholinergic drugs are used widely in the management of 
peptic ulcer, the ideal agent has not yet been found. This accounts for the 
large number of anticholinergic compounds available commercially and empha- 
sizes the need for a safe, effective drug that will produce prolonged inhibition 
of gastric acidity with a minimum of side-effects. 


OH 
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Fig. 1 


The purpose of this paper is to report 1. the effect of hexocyclium (Tral) 
on basal gastric secretion in human subjects, and 2. its clinical usefulness in 
the management of peptic ulcer. 


CHEMISTRY AND PHARMACOLOGY 


Hexocyclium [ N-( )-N’-methylpipera- 
zine methosulfate] (Tral), the structural formula of which is given in Figure 1, 
is a quaternary ammonium salt with definite anticholinergic properties. Tral 
has been shown to be a specific postganglionic anticholinergic or antimuscarinic 
drug’. It is rapidly absorbed after subcutaneous, intramuscular or oral admin- 
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istration. In experiments on animals, its ganglionic and myoneural blocking 
actions were manifested only after administration of very high doses’. 


The relative potency of Tral has been compared with that of atropine and 
a number of other drugs*. It was found to be less potent than atropine in vitro 
50 
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Fig. 2—Gastric secretory responses of 17 patients to a 25 mg. oral dose of Tral. In this and 


subsequent figures the bars indicate volume of gastric contents and the lines repre- 
sent hydrochloric acid production. 


in blocking the effect of acetylcholine on the isolated gut preparation, but was 
more potent than atropine by several different tests in vivo. These tests included 
the gastric antisecretory effect in the pylorus-ligated rat treated with histamine 
and the ulcer prevention effect in the Shay rat. 
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Fig. 3—Gastric secretory responses of 17 patients to a 50 mg. oral dose of Tral. 


In the unanesthetized dog with a Heidenhain pouch, Tral, administered 
intravenously or orally, produced significant inhibition of gastric secretion of 
the pouch in response to a test meal. Side-effects such as dryness of the mouth, 
dilatation of the pupils or increase of the heart rate were infrequent. 
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METHODS AND MATERIALS 


Study of effects on human basal gastric secretion:—This study was done on 
a heterogeneous group of patients from the Gastrointestinal Clinic. All medi- 
cations were discontinued the night before the study, and the subject fasted 
overnight. The next morning a Rehfuss tube was passed into the subject's 
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Fig. 4—Good gastric secretory response in 1 patient to a single oral dose of 25 mg. of Tral. 


stomach; the gastric contents were then continually and completely aspirated 
for one hour. The aspirate obtained during the first 2 or 3 minutes constituted 
the residual sample. The next four 15-minute specimens were designated basal 
samples 1, 2, 3 and 4. Each sample was measured, and the free hydrochloric 
acid was titrated to the salmon-pink end point of Tépfers’ reagent with 0.1 N 
sodium hydroxide; the results were expressed in clinical units. Only those sub- 
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Fig. 5—Poor gastric secretory response in 1 patient to a single oral dose of 25 mg. of Tral. 


jects who had free acid in each of the four 15-minute basal specimens and at 
least 20 clinical units of free hydrochloric acid in one or more samples were 
used for the investigation®. After the one-hour basal period, 25 mg. or 50 mg. 
of the drug dissolved in 5 ml. of water was instilled into the Rehfuss tube. 
After a one-hour interval the continuous aspiration was resumed; the secretions 
obtained during each 15-minute period up to 1% hours were tested as before. 
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Study of clinical effects in peptic ulcer:—Thirty-eight unselected patients 
with x-ray evidence of peptic ulcer were used for clinical evaluation. The group 
consisted of 15 women and 23 men, ranging in age from 23 to 72 years. The 


TABLE I 


AVERAGE VALUES FOR VOLUME AND Hyprocuioric Acm IN BasAL SAMPLES 
AND AFTER SINGLE OrnaL Doses or 25 MG. AND 50 MG. OF TRAL 


17 patients given 25 mg. dose || 17 patients given 50 mg. dose 


HCl in HCl in 
Volume clinical Volume clinical 
ml. units ml. units 


Control 
4basal 15-minute 
samples, average 


After Tral 
4 15-minute 
samples, average 11.7 


Decrease, % 48 53.6 56.4 53.5 


diagnoses were as follows: duodenal ulcer, 24 patients; gastric ulcer, 6 patients; 
marginal ulcer, 4 patients; and duodenal and gastric ulcer, 4 patients. 


The majority of these patients were already on a regimen of diet and 
antacids. Since they were refractory to treatment they could be considered 
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Fig. 6—Good gastric secretory response in 1 patient to a single oral dose of 50 mg. of Tral. 


HCI in Cl.U. + Vol. in mi. 


to have “chronic ulcers”. All patients were given 25 mg. of Tral four times 
daily before meals and at bedtime. The patients were seen at intervals of 
1 to 3 weeks, and their course was carefully evaluated. A comparison was 
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made between the frequency and severity of symptoms before and after this 
therapy, and all side-effects were noted. 
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Fig. 7—Poor gastric secretory response in 1 patient to a single oral dose of 50 mg. of Tral. 
RESULTS 

Effect on basal gastric secretion:—Anacidity of varying duration developed 

in 8 of the 17 patients who received a single oral dose of 25 mg. of the drug 
25 mgm. TRAL vie TUBE 
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Fig. 8—Gastric secretory responses of 6 patients to a 25 mg. oral dose of Tral. 


and in 9 of the 17 who were given a single oral dose of 50 mg. All remaining 
patients manifested some reduction of free acidity except 1 patient in the 
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first group and 2 in the second group. The average percentage decreases in 
volume and in free acidity of four 15-minute gastric samples in each group 
during the test period are shown in Table I. Figures 2 and 3 show the average 
response to single doses of 25 and 50 mg. of Tral respectively; Figures 4 
through 7 give examples of indivdual variations in response. 


The data in Figures 2 and 3, as well as in Table I, show that while a 
dose of 25 mg. was definitely effective in lowering both the volume and the 
acidity of the basal secretion in one group of patients, doubling the dose 


50 mgm. TRAL via TUBE 


BASAL GASTRIC AFTER 
ECRETION 


\ 


\ Wa 


RES 15 30 45 60 RES 15 30 45 60 75 90 105 120 
TIME IN MINUTES 


Fig. 9—Gastric secretory responses of same 6 patients to a 50 mg. oral dose of Tral. 


in another group did not significantly augment these effects. Six of the patients 
in this study, however, received both a 25 mg. and a 50 mg. dose of Tral on 
different occasions. In 5 of these a definitely greater reduction in acidity was 
noted with the higher dose (Figs. 8 and 9). Only 3 of the 17 patients who 
received 25 mg. of the drug and 4 of the 17 who received 50 mg. developed 
dryness of the mouth, and this was usually mild. 


Clinical results in peptic ulcer:-The 38 unselected patients with “chronic 
peptic ulcer”, who were already on a regimen of diet and antacids but who 
were still having symptoms, were given Tral, 25 mg. four times daily, as 
additional therapy. The length of this therapy ranged from 2 weeks to 16 
months and averaged 4 months. 
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An excellent result was obtained in 57.8 per cent of the group; these 
patients became asymptomatic and remained so while under observation and 
continuing therapy. The results were regarded as good in 26.3 per cent of the 
patients, in that they had only occasional symptoms. The results were regarded 
as poor in 15.9 per cent of patients since they showed little if any improvement. 


Twelve of the 38 patients (31.5 per cent) noted one or more undesirable 
side-effects. Dryness of the mouth developed in 8 patients, constipation in 7, 
blurred vision in 2, difficulty in micturition in 1, and nausea in 1. In only 3 
cases was it necessary to discontinue the drug because of the severity of these 
reactions, consisting of either nausea, difficulty in micturition or dryness of the 
mouth. The remaining patients (68.5 per cent) experienced no undesirable 
effects. 


SUMMARY 


Tral is a new anticholinergic compound, the properties of which have 
been well demonstrated by pharmacologic studies in experimental animals. 
A suppressive action on the basal gastric secretion was noted in two groups 
of 17 subjects each after single oral doses of 25 mg. and 50 mg. of the drug. 
Tral appeared to be effective in reducing both the volume of secretion and 
the free acidity, causing anacidity of varying duration in about one-half of the 
subjects tested. 


Clinical evaluation of the drug in 38 patients with “chronic peptic ulcer” 
showed an excellent response to treatment in 57.8 per cent and a good re- 
sponse in 26.3 per cent. The drug appears to be well tolerated. Although 31.5 
per cent of patients experienced various side reactions, it was necessary to 
discontinue therapy because of the severity of these effects in only 3 cases. 


These results further emphasize the usefulness of an anticholinergic drug 
as an adjunct to the treatment of peptic ulcer. 


CONCLUSIONS 
1. Tral has an effective antisecretory action. 
2. It is relatively free from side-effects. 
3. It is of value in the treatment of peptic ulcer. 
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THE RELIEF OF GASTRIC DYSPEPSIA PRODUCED BY POSTNASAL 
OR BRONCHIAL MUCOPURULENT SECRETIONS 


H. DUMONT CLARK, M.D. 
Denver, Colo. 


In 1939, the author and others were studying the effects of various modi- 
fications of Ringer’s solution used for displacement irrigation of the mucous 
membranes of the paranasal sinuses of patients with hay fever and asthma. One 
fairly consistent result of the nose and sinus irrigations was the production of a 
reaction of the mucous membranes with symptoms of a mild head cold charac- 
terized by much postnasal discharge. The increased postnasal discharge seemed 
to be responsible for the occurrence of a stomach disturbance with loss of ap- 
petite, epigastric discomfort, nausea and, not infrequently, vomiting. A mild 
diarrhea would occasionally follow the above events. During the second year 
of the studies it was decided to determine if any medication would favorably 
influence this stomach disturbance which was troublesome enough to discour- 
age some of the patients from continuing the study. Numerous drugs were 
tested and after a period of trial and error a small nonlaxative dose (0.06 to 
0.09 gm.) of powdered extract of cascara sagrada by mouth was found to give 
rapid relief of symptoms. 


Twenty-two patients who were under treatment with displacement irriga- 
tion of the sinuses with modified Ringer's solution during the summer of 1941, 
on one or more occasions, were given cascara sagrada to take by mouth for an 
upset stomach. An accurate record of the results was not kept, but the majority 
of the patients received from fair to good relief. During the period, 1939 to 
1942, the gastric disturbance which frequently follows a displacement irriga- 
tion of the sinuses and the one sometimes noted to occur after head colds with 
associated paranasal sinus or bronchial infection were thought to be similar. 


With this in mind it was soon determined that small doses of cascara 
sagrada taken by mouth would generally quickly relieve the stomach disturb- 
ance which may follow a subacute or chronic respiratory tract infection. During 
the next ten years, numerous patients including a number of children from 6 to 
13 years of age were successfully treated with cascara sagrada for such dis- 
turbances. The organisms which produced the respiratory infections were iden- 
tified many times but the nonspecific effect of the reaction of the respiratory 
mucous membranes seemed to be the important factor as far as the production 
of the stomach disorder was concerned. 


Gastric disturbances in individuals with poorly treated bronchiectasis who 
swallow their sputum have long been noted’. Bockus? describes dyspepsia, 
nausea and vomiting in individuals with excessive postnasal secretion. There is 
evident, then, a clinical condition of gastric dysfunction due to the presence of 
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increased amounts of mucus and irritating secretions from the respiratory tract 
which are swallowed into the stomach. The syndrome may appropriately be 
called “catarrhal dyspepsia”. 


In an effort to rule out the bias that might be inherent in the above obser- 
vations, a retrospective study was made of the author's patients with “catarrhal 
dyspepsia” during the period 1954 through 1956?: 


The clinical record of every patient seen during different sample periods 
of four months in each of the three years of the study was checked for mention 
of gastric dysfunction secondary to catarrhal conditions of the respiratory tract. 
The records of 45 patients were abstracted. This was representative of a total 
of 135 patients. Eighty-one were white females and 54 were white males and 
the entire group ranged in age from 16 to 76 years. Of all the patients who 
presented themselves with the usual medical complaints from 1954 through 
1956, the incidence of “catarrhal dyspepsia” was about 4 per cent. 


Every patient received, at the minimum, a careful history and physical 
examination, urinalysis, complete blood count, sedimentation rate, blood Kahn 
and chest roentgenogram. In addition, 84 patients had upper gastrointestinal 
x-ray studies including a gastric analysis after an Ewald test meal; 63 patients 
had barium enema x-ray studies including 48 patients who had sigmoidoscopic 
examination; 60 patients had gallbladder roentgenograms; and three patients 
had gastroscopy. Almost a third of the patients examined (24) had free gastric 
HCl above 35°. No patients were included in the study who had roentgeno- 
graphic or other evidence of significant organic disease of the gastrointestinal 
tract. 


At the time of this study the author was engaged in a clinical evaluation 
of the effects of oral potassium iodide on the mucous membranes of the upper 
respiratory system of alternate patients with chronic respiratory tract disease. 
As a result about one-half of the patients with “catarrhal dyspepsia” received 
potassium iodide as a 0.3 gm. enseal once or twice daily. Nearly all of the 
patients had a short course of an oral sulfonamide preparation, usually Gan- 
trisin, during the same period. Milk of magnesia as tablets or liquid was pre- 
scribed in about 20 per cent of the patients for a laxative. Another 15 or 20 per 
cent used a sedative, generally a barbiturate. If relaxation during the day was 
thought to be necessary, phenobarbital in % or % grain tablets were given. Iron 
preparations were ordered as needed and about one-half of the patients had a 
multiple vitamin preparation. 


Cascara sagrada was dispensed with an inactive excipient, lactose, in a 
small gelatin capsule which has no taste. The patients were not told the nature 
of the active ingredient. The prescription was labelled: “Stomach capsule. Take 
one capsule as needed for upset stomach”. They were advised to take one or 
more capsules at any time of the day or night including the period just before 
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or after a meal. No special emphasis was placed on the medication at the time 
it was prescribed. At a subsequent visit of the patient, an evaluation of the 
ability of the cascara to alleviate the symptoms of “catarrhal dyspepsia” was 
made. 


RESULTS 


The ability of cascara sagrada to relieve “catarrhal dyspepsia” in the group 
is summarized in Table I. When effective, cascara sagrada overcomes the symp- 
toms of “catarrhal dyspepsia” in a matter of 15 or 20 minutes. The drug is 
equally efficient before or after a meal. Of the patients who obtain relief nearly 
all do so with only one dose of cascara sagrada in any 3 or 4 hour period. Ac- 
tually they seldom require more than 2 doses in 24 hours. This amount is not 
laxative. 


TABLE I 


RESULTS OF TREATMENT OF “CATARRHAL DysPEPSIA” 
WITH CASCARA SAGRADA IN 135 PATIENTS 


| 


Results in 


135 patients Satisfactory Unsatisfactory 


Number | 98 


Per cent 72.6 


While the relief of symptoms after medication is temporary the medication 
can be successfully repeated whenever the symptoms recur as they will often 
do if the production of catarrh from the respiratory tract persists. Recurring 
attacks of “catarrhal dyspepsia” over a period of a few days are relatively 
common. 


For the most part the symptoms of “catarrhal dyspepsia” are either un- 
changed or aggravated by the ingestion of food including milk. Even though 
patients may be taking a number of different medications, as noted in the pro- 
tocol, they are generally firm in their conviction that it is the “brown capsule” 
(cascara sagrada, 0.65 mg., plus lactose) which alleviates their epigastric dis- 
tress and nausea. 


COMMENT 


Mild toxic effects from low-grade chronic infection may contribute to the 
development of the syndrome of “catarrhal dyspepsia”. Jordan‘ and others have 
shown that the oral ingestion of a sterile filtrate derived from different strains 
of staphylococcus will produce a gastrointestinal disturbance with nausea and 
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vomiting. Work by Bayliss> in cats indicates that staphylococcus enterotoxin 
produces vomiting by a peripheral rather than by a central action. Mucus, how- 
ever, from postnasal discharge or bronchial secretion that is usually thick, rather 
tenacious and excessive is necessary to produce “catarrhal dyspepsia”. The thick 
and often excessive amounts of mucus disturb the gastric feeding reflex*’. Like- 
wise, the mucus may lodge in the throat and take from a few minutes to an 
hour or more to pass down the esophagus into the stomach. The reflex effect of 
the mucus in the esophagus produces loss of gastric tone and at times nausea 
and vomiting in some individuals*. It is presumed that excessive mucus from 
the respiratory tract enters the stomach and is not rapidly removed because of 
loss of gastric tone and thick consistency of the mucus®. The retained mucus 
prolongs the loss of gastric tone and there results in varying degrees epigastric 
distress, nausea, loss of appetite and occasionally vomiting. The large majority 
of people, however, who suffer from increased postnasal drainage, either as an 
acute, subacute or chronic manifestation, do not have symptoms of “catarrhal 
dyspepsia”. 


Barbiturates given rectally or hypodermically may relieve the nausea and 
vomiting of “catarrhal dyspepsia” as may chlorpromazine, but they do not im- 
prove the epigastric discomfort nor the loss of appetite. Without treatment the 
average attack of “catarrhal dyspepsia” lasts a few hours with a gradual ameli- 
oration of symptoms. An attack is occasionally terminated by vomiting. The 
distress of “catarrhal dyspepsia” especially a poor appetite can persist for several 
days. 


The symptoms of gastric dyspepsia associated with organic disease of the 
gastrointestinal tract, organic disease of the central nervous system or labryn- 
thine disturbances of the inner ear are not generally improved by medication 
with cascara’’. The nausea and vomiting produced by centrally acting emetics 
such as toxins or poisons are not influenced by cascara sagrada nor are the 
nausea and vomiting of pregnancy or that secondary to x-ray therapy"’. Nausea 
and vomiting are occasionally associated with acute respiratory or gastrointes- 
tinal infections and may result from a number of causes such as a toxic action 
of the infection on the vomiting center or reflexly from disturbances of the liver 
or from loss of small or large bowel tone and motility. The nausea and vomiting 
of these acute conditions are also not relieved by cascara sagrada. It has been 
found in dogs that cascara sagrada counteracts the effect of certain peripherally 
acting emetics but has no influence on the vomiting of dogs suffering from 
emetics whose action is central!?. 


Clinical experience would indicate that disturbed gastric tone and motility 
in patients with “catarrhal dyspepsia” are quickly restored by administration of 
cascara sagrada. This has been frequently determined on occasions when pa- 
tients report the return of bowel sounds and sensations from a previously quiet 
upper abdomen shortly after taking cascara sagrada. The action, however, by 
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which the drug produces an antiemetic effect in both humans and dogs is not 
known. 


Cascara sagrada has been in general use as a laxative since its introduction 
to medicine in 1877". Prolonged medication with cascara is viewed with dis- 
favor by some gastroenterologists because of the staining effect of the drug on 
the mucosa of the lower bowel. There has never been any convincing evidence 
to show that this staining effect is harmful, nor is it necessarily permanent”. 


Nearly every patient who had “catarrhal dyspepsia” acted as his own con- 
trol. This was accomplished in part in a negative manner when the patients had 
symptoms of gastric dyspepsia due to acute respiratory or gastrointestnal infec- 
tions, to pregnancy or to severe nervous conditions and such symptoms of gastric 
dyspepsia were not relieved by medication with cascara sagrada. The lack of 
response in these individuals with gastric dyspepsia to treatment with cascara 
sagrada was not carefully recorded. At least three-fourths of the patients in the 
study, however, used cascara unsuccessfully on one or more occasions for relief 
of symptoms of gastric dyspepsia not catarrhal in origin. 


Further control of patients was obtained by noting whether or not a patient 
obtained rapid relief (in a matter of 15 or 20 minutes) of symptoms after taking 
cascara’®. No information was given the patient about the reaction time of the 
drug. If he did not report rapid relief of symptoms the result was considered 


to be unsatisfactory. And finally, it has been noted that food, antacids, laxatives 
or sedatives do not relieve the majority of the symptoms of “catarrhal dys- 
pepsia”. 

Most workers agree that akout 35 per cent of patients with subjective com- 
plaints will obtain a favorable result from the administration of a placebo"*. In 
the present study, 73 per cent of patients with symptoms of “catarrhal dys- 
pepsia” obtained a favorable result with cascara medication. This constitutes a 
significant outcome*. Consideration was given to setting up studies which would 
utilize double blind methods of control in the treatment of “catarrhal dyspepsia” 
but these were found to be impracticable because of the few patients involved 
and the fact that presently most of them are derived from private practice. 
Further work on “catarrhal dyspepsia” in children is in progress. 


The studies reported here indicate that much suffering can be eliminated 
by the new application of an old, inexpensive and relatively harmless drug, 
cascara sagrada. More work on the subject by other interested observers should 
add further insight into one of the many complications of the common cold. 


SUMMARY 


A stomach disturbance characterized by epigastric distress, loss of appetite, 
nausea and occasionally vomiting has been found to occur in individuals a few 
days following a displacement irrigation with modified Ringer's solution of their 
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paranasal sinuses. A similar condition exists in some of the patients who develop 
increased amounts of thick bronchial or postnasal mucus secondary to any sub- 
acute or chronic respiratory infection. The syndrome appears to be due to irri- 
tation of the esophagus by, and to the effects of retention in the stomach of, 
increased amounts of thick and sometimes irritating mucus formed in the re- 
spiratory tract and swallowed. An appropriate term for the disorder might be 
“catarrhal dyspepsia”. Cascara sagrada in a small nonlaxative dose and incorpo- 
rated in a tasteless gelatin capsule was found to give rapid relief of symptoms 
of “catarrhal dyspepsia” although the method by which this is accomplished is 
not clear. Studies in dogs tend to substantiate the above findings including the 
observation that cascara sagrada has an antiemetic effect against certain peri- 
pherally acting emetics. 
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GASTROINTESTINAL HODGKIN’S DISEASE* 


LLOYD S. RALSTON, M.D.t 
and 
WALTER A. WASDAHL, M.D.} 
Grand Forks, N. D. 


Hodgkin’s disease usually presents as an enlargement of superficial or medi- 
astinal lymph nodes. Not infrequently the alimentary tract is involved second- 
arily and rather late in the course of generalized Hodgkin’s disease. Much less 
frequently the disease originates in the gastrointestinal tract, either as a single 
focus or in several areas. The true incidence of gastrointestinal Hodgkin’s may 
be higher than commonly thought. One report'*, from a medium sized general 
hospital, revealed that during a five-year period 20 per cent of malignant 
stomach tumors were lymphomas and almost 50 per cent of small bowel tumors 
were of this nature. This series lumped all tumors such as reticulum cell sar- 
coma, lymphosarcoma, follicular lymphoma, Hodgkin’s disease, etc., under the 
general heading lymphoma. The suggestion has been made*"* that perhaps many 
large malignant lymphomas (including Hodgkin’s disease) of the gastrointestinal 
tract are dismissed as inoperable carcinomas with no attempt to establish histo- 
logic diagnosis. Another source of error in those coming to surgery may lie in 
obtaining only a lymph node rather than an actual piece of the tumor for exami- 
nation. The node fairly frequently proves to contain only inflammatory enlarge- 
ment. It is important to differentiate the lymphomas because one is dealing with 
a disease which might respond to x-ray or chemotherapy and thus possibly add 
to the length of survival and more certainly comfort for the patient. 


It is the purpose of this paper to report a case of gastrointestinal Hodgkin's 
disease. Additionally an attempt is made to formulate a pattern of symptoms 
related to involvement of the various parts of the alimentary canal. 


Case REPorT 


A 64-year old, white female, was admitted to Deaconess Hospital 1 Decem- 
ber 1956. Her illness began about 1 November 1956, with the development of 
what she termed the “flu”. This was characterized by nausea, vomiting, and 
nonbloody diarrhea associated with feverishness. The acute symptoms subsided 
without medical care, but she continued to feel feverish, although she did not 


*Presented at the Eleventh Annual North Dakota Regional Meeting of the American 
College of Physicians, Grand Forks, N. D., 7 September 1957. 

Departments of Internal Medicine, the University of North Dakota School of Medicine 
and the Grand Forks Clinic, Grand Forks, N. D. 

Fellow in Pathology, the University of North Dakota School of Medicine, Grand Forks, 
N. D. 
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actually check her temperature. The patient further complained of feeling “be- 
low par”, and had suffered a 14-pound weight loss since the onset of her illness. 
Shortly after the acute episode there developed a vague, poorly localized, mid- 
abdominal pain that was seemingly made worse by cough or motion of her body. 


At about 7 P.M. on the day of admission the patient collapsed in the bath- 
room, following which she had three large stools containing dark and bright red 
blood associated with nausea and vomiting of nonbloody material. Her physi- 
cian was summoned; he found the blood pressure to be 60/40, gave parenteral 
Banthine, and sent her to Deaconess Hospital by ambulance. 


Past history:-Unremarkable except for a hysterectomy done one year 
before. 


Physical examination:--On admission the patient was pale, conscious, re- 
sponsive, and did not seem to be in pain. Blood pressure was 115/78, tempera- 
ture 99, and the pulse fully regular at a rate of 130. Entire physical examination 
was otherwise negative except for a midline well healed abdominal scar. 


Initial laboratory examinations:—Red blood count 3,100,000. Hemoglobin 
10.2 gm. (65 per cent). White blood count 10,600. Differential: Monocytes 1, 
lymphocytes 12, segmented neutrophils 39, stab forms 45, metamyelocytes 3. 
Platelets were adequately represented on the peripheral smear. Urinalysis was 
completely normal. 


Course in hospital:—The patient was given one unit of blood shortly after 
admission. There was no further evidence of bleeding from the gastrointestinal 
tract until two days later when she passed a single large bloody stool. Follow- 
ing this the patient appeared stabilized and comfortable. She continued, how- 
ever, to show a daily spiking temperature elevation of 100° to 102°, and further 
diagnostic studies seemed justified. 


Chest x-ray showed no infiltrative process present. The heart was normal in 
size and configuration. Arteriosclerosis was seen to involve the aortic knob, but 
otherwise the chest was negative from the roentgen standpoint. 


X-ray examination of the colon by barium enema on two occasions showed 
no consistent roentgen abnormality and was considered to be normal. 


X-ray examination of the upper gastrointestinal tract revealed annular de- 
formity of the antral portion of the stomach with a constant collection of barium 
on the greater curvature without definitive evidence of proximal mucosal in- 
volvement. A deformity of the duodenal bulb was likewise demonstrated with 
probable ulcer crater on its greater curvature. Proctoscopic examination carried 
to 9 inches was negative. 


At this time surgical intervention was declined by the patient and her fam- 
ily. She continued to feel comfortable without further evidence of gastrointes- 
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tinal bleeding but with continued daily temperature spikes to 102°. The hemo- 
globin stayed between 11-12 gm. Meanwhile further laboratory studies showed 
negative agglutination reaction against typhoid H and O, paratyphoid B, and 
brucellosis. The heterophil antibody was negative. Kahn was negative. Three 
blood cultures were negative. 


Repeated sedimentation rates averaged 69 mm. per hour. The BUN was 16 
mg. per 100 ml. The total protein was 6.0 gm. per 100 ml. with an albumin 
fraction of 3.8 gm. per 100 ml. and the globulin was 2.2 gm. per 100 ml. Bone 
marrow aspirate showed a picture compatible with acute hemorrhage. 


On 2 January 1957, one month following admission, the patient was again 
subjected to upper gastrointestinal studies, and the area of abnormality on the 
greater curvature of the stomach in the distal antral region was again noted— 
this time with altered mucous membrane folds about the filling defect and more 
definite evidence of ulceration within this defect. Repeat chest x-ray was 
unchanged. 


The daily spiking fever continued and in general the patient seemed to be 
deteriorating. On 14 January 1957, surgery was again recommended and was 
accepted by the patient. During the evening before surgery, however, she de- 
veloped auricular fibrillation and signs of congestive heart failure. Surgery was 
cancelled and digitalis was started. Two days later (16 January) the patient 
complained of generalized abdominal pain and tenderness. On physical exami- 
nation there was generalized discomfort on abdominal palpation associated with 
minimal distention. Peristalsis was active. The following morning there was in- 
creased abdominal pain and tenderness, associated with much greater distention, 
and rebound tenderness was present. Peristalsis was absent. Later in the morn- 


ing the patient expired after a brief generalized convulsion. 


Autopsy FINDINGS 


Autopsy revealed findings of primary interest in the gastrointestinal tract. 
The immediate cause of death was a perforation of the midileum and a gen- 
eralized peritonitis. At the distal end of the esophagus were found several areas 
of shallow ulceration about 1 mm. deep and up to 5 cm. in diameter. The defects 
had a flat, smooth base. A similar pattern was seen throughout the stomach. On 
the greater curvature in the region of the pylorus a zone of irregular nodularity 
and shallow ulceration was seen. No gross evidence of thickening of the gastric 
wall was noted and only slight decrease in pliability of the wall was felt. At the 
junction of the pylorus with the duodenum there was a deep (0.8 cm.) ulcer 
associated with considerable surrounding induration. 


Similar foci were found in the jejunum, ileum, distal left colon, and proxi- 
mal sigmoid. A solitary subpleural tumor nodule (6 cm. x 5 cm. x 4 cm.) was 
found in the medial, posterior basilar segment of the right lower lobe. 
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Histological examination of the involved areas in the gastrointestinal tract 
revealed a variable picture. The ulcerative lesions of the stomach, esophagus, 
and duodenum were characterized by loss of mucosa and a base composed of a 
pleomorphic infiltrate of lymphocytes, plasma cells, fibroblasts, numerous eosino- 
phils, and occasional “mirror image” giant cells with prominent eosinophilic 
nucleoli. This is the microscopic picture of Hodgkin’s granuloma. In contrast 
the lesions of the distal small bowel, including the region of perforation and 
those of the large bowel, showed a highly anaplastic cellular tumor composed 
almost wholly of large bizarre Dorothy Reed cells with a sparse associated 
lymphocytic infiltrate. Extensive tumor necrosis was noted in all areas of the 
sarcomatous structure. Serosal penetration was seen only in the region of per- 
foration. Several lymph nodes in the ileal mesentery were replaced by tumor 
without significant enlargement but with extensive necrosis. The solitary lung 
nodule had a histological picture identical with that of the lower bowel. The 
disease in these areas is typical of Hodgkin’s sarcoma. Examination of the 
spleen, liver, thoracic, cervical, and retroperitoneal lymph nodes revealed no 
significant alterations and no evidence of tumor. 


COMMENT 


It is possible to formulate a pattern of symptoms related to Hodgkin’s dis- 
ease of the gastrointestinal tract by surveying the reported cases. If one further 
limits this survey to instances in which the disease is confined to a single focus 
in the intestinal tract, it is perhaps possible to relate signs and symptoms to 
lesions with greater accuracy’. 


Esophagus:—This organ is not commonly involved in Hodgkin’s disease. 
Chiole’ro mentions five cases*. Three of these had fairly widespread systemic 
disease, and the esophagus may have been affected by contiguity. The remain- 
ing two cases were proved at autopsy to have the disease confined to the 
esophagus. In an extensive review by Jackson and Parker® only one instance of 
esophageal disease was found. Esophageal extension from a focus in the cardia 
of the stomach has been recorded several times*. 


The few cases reported in the literature have clinically and by x-ray mim- 
icked carcinoma. The only symptom mentioned in the recorded cases is dys- 
phagia. Esophagoscopy, biopsy, exfoliative cytology, and x-ray should be helpful 
in establishing the presence of the disease. 


Stomach:—Gastric involvement is the most common site of single focus 
localization’. In almost half of the reported cases the antrum has been the 
affected site. Next in frequency is a linitis plastica-like involvement of the entire 
stomach. Isolated cases have been reported in which the pars media or the 
cardia presented the focus of disease. Additional cases are recorded showing 
various combinations of gastric involvement; i.e., antrum and media, media and 
cardia, etc. 
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In general the lesions in the stomach fall into the following types: 
1. Infiltrating 
2. Polypoid 
3. Ulcerating 
4, Hypertrophied rugae 


Infiltrating:—A thickened and diffusely infiltrated area of the gastric wall is 
seen in this type. Most usually this is localized to the antrum or at times the 
entire organ is diffusely involved. The mucosa in almost all cases has shown 
small ulcerations or erosion over the affected area. At times only nodular, 
plaque-like elevations are seen. 


Polypoid:—These present as typical gastric polyps, usually ulcerated at apex. 


Ulcerating:—This type presents as large, deep ulcerations, usually in the 
antrum or body, associated with infiltration of the surrounding wall. A large 
ulcerated mass may be seen®. 


Hypertrophied rugae:—The stomach is usually thick walled and encephaloid 
rugae may be seen. The rugae are infiltrated with lymphoma tissue. 


Symptoms and signs:-The symptoms in many reported cases of gastric 
Hodgkin’s are listed below. Certainly they are no different from those associated 
with a variety of stomach diseases. 


1. Pain 7. Melena 
. Weight loss 8. Hematemesis 
. Anorexia 9. Weakness 
. Nausea and/or vomiting 10. Palpable mass 
. Weakness ll. Fever 
. Diarrhea 12. Obstructive symptoms 


Pain, probably the most important symptom, may mimic very closely that 
commonly associated with peptic ulcer—even to relief by food and the usual 
drugs used. The pain may be constant with no relation to food, may be made 
worse by eating, and may be intermittent or constant. 


Weight loss in most reported cases has been prominent and quite rapid, not 
unusually 20 to 30 pounds in a few weeks. 


Anorexia, nausea, vomiting, and hematemesis are common and require no 
comment. Diarrhea and melena are seen occasionally, the latter not unexpected 
when one considers the type of gastric involvement possible in this disease. A 
palpable mass has been reported in up to 50 per cent of stomach lymphomas". 
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Fever seems to be present most often when there is extensive associated lymph- 
adenopathy". Symptoms of pyloric obstruction’? may appear when the disease 
is located near the pylorus. 


Laboratory:—The only findings of note have been a fairly consistent hypo- 
chromic anemia. It has been observed, however, in some series that anemia 
of any severity is rare in lymphoma and if present might suggest carcinoma. 
Changes in gastric acidity are evidently not helpful with cases reported varying 
from achlorhydria to hyperacidity. 


X-ray:—The roentgenologist-fluoroscopist observes and reports the changes 
suggested by the morphology described; namely infiltrating, polypoid, ulcera- 
tive, and giant rugose lesions in the stomach. The findings so closely mimic 
carcinoma or leiomyoma that a differential diagnosis is largely impossible. It has 
been suggested, however, that in the infiltrating variety certain signs might 
alert the roentgenologist to consider Hodgkin’s disease’. The signs to be con- 
sidered are: 


1. Peristalsis is often preserved through the infiltrated area. 
2. The tendency to fixed narrowing of the lumen is less than in carcinoma. 


3. Polypoid* and nodular changes occur much more often in the affected 
area. 


Many authors feel that taken alone there are no x-ray findings of any very 
great help in making a diagnosis. Exfoliative cytology shows promise of being 
very helpful’. 


Small intestine:—Most often the small bowel is involved in conjunction with 
the stomach or colon or both’. Rarely is the small intestine affected alone. Patho- 
logically the lesions are similar to those of the stomach—infiltrating, polypoid, 
or ulcerating. The site of involvement is most often the jejunum or proximal 
ileum. When the duodenum is involved, this is most often in association with 
disease in the gastric antrum. The symptoms of small bowel Hodgkin’s, derived 


from a study in which disease was limited to this area of gut’, are listed below: 
1. Abdominal pain . Fever 


. Diarrhea . Palpable mass 


6 
7 

. Vomiting 8. Evidence of peritonitis 


. Distention . Hemorrhage 


. Loss of weight 10. Sprue-like syndrome 


As in gastric Hodgkin’s, the symptoms give no real hint as to the underly- 
ing process. When duodenal disease is present, the onset of symptoms seems 
more rapid with a shorter total duration of the illness. Chronic and acute 
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obstruction of the bowel seem to be fairly common. The latter is frequently 
brought about by intussusception due to a polypoid tumor. Several authors'*- 
have mentioned a sprue-like syndrome in association with small bowel lymph- 
oma. From the laboratory and x-ray viewpoint no specific features that would 
point to Hodgkin’s disease have been recorded. 


Colon:—Involvement of the colon by a solitary focus is not common. A fair 
number of cases have been reported of colonic involvement associated with dis- 
ease in other parts of the gastrointestinal tract. The morphology may consist of 
a flat infiltration encircling the bowel’*. This may lead to stenosis. Occasionally 
nodules are found in the bowel wall and these may be ulcerated"*. Barium 
enema usually shows a picture suggestive for carcinoma. If the involvement is 
diffuse, ulcerative colitis may be suggested. The symptoms and signs most 
usually noted are listed: 


1. Pain 

. Bleeding 

. Palpable mass 

. Loss of weight 

. Change in bowel habit 

. Signs of acute or chronic peritonitis 


. Signs of obstruction 


How then are these data to help in diagnosing lymphoma of the gastro- 
intestinal tract preoperatively or before autopsy? It is unnecessary to say that 
all data will need to be carefully evaluated. One is left with the impression that 
histological examination of tissue is the only really defintive method of diagnosis. 
Certainly the history and physical examination are in no way typical. X-rays do 
not present a pathognomic appearance. The gastroscope is not widely regarded 
as supplying information of diagnostic quality. There seems to be promise in 
the utilization of exfoliative cytology. Probably the most important factor in 
diagnosis is the maintenance of a high index of suspicion—such that lymphoma 
will be considered. Remembering the fairly high incidence in some series one 
would then encourage biopsy of the actual tumor rather than sampling a lymph 
node. 


SUMMARY 


1. A case of Hodgkin’s disease, primary in the gastrointestinal tract, is 
presented. 


2. An attempt is made to formulate a pattern of symptoms related to 
lesions in the alimentary tract. 
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President Message 


PROGRESSIVISM: A SIGN OF THE TIMES 


While turning the pages of a current 
medical newspaper® I encountered a com- 
ment by our good friend, and third Vice- 
President, Henry Baker on ways of attracting 
more people to the nursing profession. I con- 
sider his suggestion of reducing the nursing 
program to two years, eliminating tuition and 
establishing some form of retirement or security plan both fundamental 
and progressive, but quite a departure from the nursing training of 
25 years ago. 


On another page of the same publication an advertisement quotes 
Abraham Lincoln as saying “I shall try to correct errors where shown 
to be errors, and I shall adopt new views as fast as they appear to 
be true views”. The wisdom of these words, typical of Lincoln, is 
obvious but I found additional pleasure in the fact that Henry’s cur- 
rent philosophy was of an equally progressive variety. 


To be in the vanguard of new developments is the trend today 
and our College has not failed to exercise itself in this regard. Recent 
reorganization, repeated efforts to improve our meetings, postgraduate 
courses and the Journal, and a plan to provide retirement income for 
our employees are all steps in this direction. 


Conservatism appears to have much less appeal in our generation 
and yet few will disagree that there is an inherent risk to quality and 
stability in adopting any new method, point of view, or program simply 
because it is new. In our organization the mechanics of checking the 
adoption of any new measures lies in the hands of the membership at 
large, the governors, the Board of Trustees and the officers. Substantial 
progress will follow if each of these groups assumes its full responsi- 
bility to consider and evaluate any new view and adopt it only when 


they decide it is a true view. 


*Scope Weekly. 26 March 1958. 


Lh 


NEWS NOTES 


CourRsE IN PosTGRADUATE GASTROENTEROLOGY 


The American College of Gastroenterology announces that its Annual 
Course in Postgraduate Gastroenterology will be given at the Jung Hotel in 
New Orleans, La. on 23, 24, 25 October 1958. 


The Course will again, as usual, be under the direction and co-chairman- 
ship of Dr. Owen H. Wangensteen, Professor of Surgery of the University of 
Minnesota Medical School, who will serve as surgical co-ordinator and Dr. 
I. Snapper, Director of Medical Education, Beth-E] Hospital, Brooklyn, N. Y., 
who will serve as medical co-ordinator. Drs. Wangensteen and Snapper will 
be assisted by a distinguished faculty selected from the medical schools in 
and around New Orleans. 


The subject matter to be covered in the Course, from a medical as well 
as surgical viewpoint, will be essentially, the advances in diagnosis and treat- 
ment of gastrointestinal diseases and a comprehensive discussion of diseases 
of the mouth, esophagus, stomach, pancreas, spleen, liver and gallbladder, 
colon and rectum. 


For further information and enrollment write to the American College 
of Gastroenterology, 33 West 60th Street, New York 23, N. Y. 


INTERNATIONAL COLLEGE OF SURGEONS ANNOUNCES NEW OFFICERS 


Prof. Dr. Raffaele Paolucci diValmaggiore, head of the surgical clinic, 
University of Rome, has been chosen president-elect of the International Col- 
lege of Surgeons. Dr. Paolucci will be installed in that office in September 
when Dr. Henry W. Meyerding of the Mayo Clinic, Rochester, Minn., will 
become president to succeed Prof. Dr. Carlos Gama of Sao Paulo, Brazil. 


Other international officers elected are: First vice-president, Dr. Lyon H. 
Appleby, Vancouver, B.C., Canada; vice presidents, Drs. Jorge A. Taiana, 
Buenos Aires; Hamilton Bailey, London; A. Mario Dogliotti, Torino, Italy; 
Raymond Darget, Bordeaux; Alexander Brunschwig, New York; Manuel A. 
Manzanilla, Mexico City; Francisco M. Lagos, Madrid; Augusto Wybert, 
Buenos Aires; Marshal Emanuel Marques Porto, Rio de Janeiro; Edward L. 
Compere, Chicago; Andre Ameline, Paris; Kurt Boshamer, Wuppertal-Barmen, 
Germany; Arnold S. Jackson, Madison, Wis.; Lt. Col. K. G. Pandalai, Bangalore, 
India, and Francis L. Lederer, Chicago; international secretary general, Dr. 
Max Thorek, Chicago; treasurer, Dr. Clement L. Martin, Chicago, and execu- 
tive director, Dr. Ross T. McIntire, Chicago. 


The newly elected officers of the United States Section, International Col- 
lege of Surgeons, are: President, Dr. Edward L. Compere, Chicago; president- 
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elect, Dr. Harry E. Bacon, Philadelphia; first vice president, Dr. Neal Owens, 
New Orleans; vice presidents, Drs. Alexander Brunschwig, New York; Arthur 
Steindler, lowa City; Horace E. Ayers, New York; Francis L. Lederer, Chicago; 
David Allman, Atlantic City; Gilbert F. Douglas, Birmingham; Moses Behrend, 
Philadelphia; Earl J. Halligan, Jersey City, and Gershom J. Thompson, Roches- 
ter, Minn.; secretary, Dr. Karl A. Meyer, Chicago; treasurer, Dr. Oscar B. 
Nugent, Chicago; honorary chairman of qualification, credentials and exami- 
nation council, Dr. W. Wayne Babcock, Philadelphia; chairman of board of 
trustees, Dr. Claude J. Hunt, Kansas City, Mo. 


Inu Memoriam 


We record with profound sorrow the passing of Dr. Rafe C. Chaffin of 
Los Angeles, Calif., Honorary Fellow and Dr. Joseph G. Preuss, New York, 
N. Y., Member of the American College of Gastroenterology. We extend our 
deepest sympathies to the bereaved families. 
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GASTROINTESTINAL TRACT 


BLEEDING FROM THE UPPER GASTROINTESTINAL TRACT: Cheves McCord 
Smythe, Melvin P. Osborne, Norman Zamcheck, William A. Richards and William M. 
Madison, Jr. New England J. Med. 256:441 (7 Mar.), 1957. 


The authors review 111 cases with acute 
bleeding from the upper gastrointestinal 
tract, both major and minor, with an over- 
all mortality of 25 per cent. Of these pa- 
tients 50 per cent were over 60 years of 
age and 25 per cent were over 70 years of 
age. These patients were followed by a 
combined medical, surgical and x-ray team. 
A vigorous diagnostic and therapeutic ap- 
proach was adopted. Liberal blood replace- 
ment was the mainstay of the sar pro- 
gram. If esophageal varices were suspected 
emergency esophagoscopy was done on the 
ward with the patient in bed. The Seng- 
staken tube was used as indicated. Emer- 
gency x-ray examination of the gastrointes- 
tinal tract was usually done within 12 to 
24 hours. Sedatives and antispasmodics 
were routinely used but morphine was 
avoided. All deaths in ulcer patients oc- 
curred in those over 60 years of age and 


12 of the 13 had severe hemorrhages. The 
authors feel that since routine medical 
treatment of all cases of bleeding is not 
satisfactory, individual management de- 
mands early accurate diagnosis; therefore 
the B.S.P. test, emergency x-ray examina- 
tion and esophagoscopy were extensively 
utilized. A high mortality resulted despite 
aggressive approach to diagnosis and ther- 
apy. The management of the younger pa- 
tient presents relatively few problems. 
However, management of the elderly pa- 
tient with bleeding is far from satisfactory. 
The authors note that bleeding from causes 
other than ulcer was associated with the 
highest mortality as well as the most fre- 
quent occurrence of associated liver disease 
and comprised the most serious diagnostic 
problem. 


D. EICHHORN 
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ESOPHAGUS 


CARDIOSPASM OR CARCINOMA? THE ROENTGEN FINDINGS: Richard H. 
Marshak and Joan Eliasoph. Am. J. Digest. Dis. 2:11-25 (Jan.), 1957. 


Carcinoma of the fundus of the stomach 
may extend into the lower esophagus, in- 
sidiously narrowing the lumen, and _pro- 
duce roentgen features simulating cardio- 
spasm. The identification of the mass in 

e fundus of the stomach, an eccentric 
esophageal lumen, and alterations in the 
position and contours of the esophago- 
sae region are the significant points to 

noted in differentiating the two lesions. 

Esophagoscopy is extremely important 
but, as the mucosa is often intact over sub- 
mucosal cancer, the esophagoscopist may 


depend on accurate radiologic diagnosis for 
choosing the best location for a biopsy 
specimen. 

Of special interest is the occasional case 
of sunheneane of long standing that may 
develop a carcinoma involving the lower 
—_—— Any change in symptomatology, 
particularly in obstructive manifestations, 
or in the roentgen appearance of the 
esophagogastric junction, should suggest 
the possibility of a superimposed carcinoma. 


WALTER CANE 


SURGICAL RESECTION OF THE ESOPHAGUS FOR CANCER: E. J. Borges. J. J. J. 
Group Hosp. Grant Med. Coll. 2:103 (Apr.), 1957. 


A plea for surgical referral of presum- 
ably early cases of esophageal carcinomas 
is made for the following reasons: 

1. Sooner or later gastrostomy is done 
regardless of initial management since the 

atient’s comfort becomes the primary 
actor. 


2. Surgical resection is the only proce- 
dure which has a chance to cure the dis- 


ease. 

3. Roentgen therapy has been disappoint- 
ing wg - no mention of high voltage 
or cobalt therapy is made) with 90 per 


cent of patients dying within one year. 

4. The author’s personal series of 62 cases 
over a ten-year period showed a complica- 
tion and mortality incidence almost as low 
as any major operation. 

The practitioner of medicine is urged to 
consider any “sticking” in the throat, how- 
ever fleeting, an indication for barium swal- 
lows or studies. This is ially so since 
15 per cent of the author's series were in 
the age range of 22 to 40 years of age. 


A. M. Sustnno 


STOMACH 


ACHALASIA OF THE CARDIA (CARDIOSPASM) SIMULATING ASTHMA: M. S. 
H. Mody. J. J. J. Group Hosp. & Grant Med. Coll. 2:59 (Jan.), 1957. 


Achalasia of the cardia is a condition 
analogous to the syndrome of Plummer- 
Vinson and is due to the absence of re- 
laxation of the sphincter at the cardiac 
end. It may be caused by imbalance of 
sympathetic and parasympathetic inerva- 
tion due to conditions of emotional stress, 
organic lesion of the cardiac portion of 
the stomach, vagal irritation and perha 
involvement of the Auerbach’s plexus by 
either inflammation or anemia. It affects 
males more often than females and occurs 


in or after the fourth decade. The symp- 
toms are usually regurgitation of unaltered 
food, with or without pain, and if occur- 
ring during the sleep there is a danger of 
ulmonary aspiration and infection, even 
leading to lung abscess. Diagnosis is made 
by the radiologist. 

A case of a a of the cardia, prota 
ing asthma and diagnosed radiologic: 
has been described. ar 


I. Henry 


DIAPHRAGMATIC HERNIA WITH SPECIAL REFERENCE TO HIATUS HERNIA: 
J. G. Parekh. J. J. J. Group Hosp. & Grant Med. Coll. 2:53 (Jan.), 1957. 


In this article, the author describes 3 
types of hiatal hernia — ing to x-ray 


appearance: 


1. The esophagogastric, when the esoph- 
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agus appears redundant and tortuous and 
the cardioesophageal angle is diminished 
or absent. 

2. The paraesophageal , when the 
stomach As side ™ side wh the esopha- 
pes but the cardioesophageal junction is 

low the diaphragm. 

3. The congenitally short esophagus, 


wherein the lower end of the esophagus is 
lined by gastric mucosa and the external 
appearance of the esophagus and the stom- 
is normal. 
X-ray pictures are shown to illustrate 
well the 3 types. 


I. Henry 


INTESTINES 


TOTAL APPENDECTOMY: W. Reynolds. J.M.A. Alabama 26:226 (March), 1957. 


The author describes three usual meth- 
ods of handling the appendiceal stump, 
namely, simple ligation, ligation with in- 
version and inversion without ligation. Their 
advantages and disadvantages are listed. 
He describes his technic for total excision 
of the appendix using a closed method to 
prevent possible fecal contamination. This 
method was used in 50 consecutive appen- 


dectomies. The author believes that total 
appendectomy removes the potential haz- 
os. of hemorrhage, abscess formation, fecal 
fistula and cecal diverticula which occur 
occasionally when a subtotal 
is performed. He feels that total appendec- 
tomy is a safe procedure. 


Joun M. McManon 


DIAGNOSIS DIFFICULTIES IN CARCINOMA OF THE COLON: Henry A. Chapnick. 


J. Michigan M. Soc. 56:471 (Apr.), 1957. 


Chapnick discusses principally the less 
usual pictures of carcinoma of the colon. 
1. The patient known to have had divertic- 
ulitis for years. Even at laparotomy, the 
problem may not be resolved. 2. Chronic ul- 
cerative colitis, without any new symptoms, 
and it may be impossible for the roentgen- 
ologist to determine whether the mucosal 
changes are due to pseudopolyps or carci- 
noma. 3. Fever with few or no other symp- 
toms. 4. Symptoms due to metastasis, e.g., 
to the ovary, bladder, lung, etc. The pri- 
mary lesion may be causing few or no 
symptoms. 5. Carcinoma of the flexures of 


the colon. Even at laparotomy, the surgeon 
may not be able to palpate such a lesion. 
6. Carcinoma of the cecum, in which the 
symptoms are referred to the upper abdo- 
men. 7. Symptoms of complete o ction, 
in which the preceding symptoms have been 
evanescent or mild. 8. Carcinoma in which 
the symptoms are blamed on some preced- 
ing illn , @.g., gallstones. 9. The person- 


~~ of the patient. The patient may not 


to admit to himself that he is ill. 

10. The family. The family may refuse op- 
eration because the patient is elderly. 

SaMvuEL L. IMMERMAN 


LIVER AND BILIARY TRACT 


CONSTITUTIONAL JAUNDICE OR CONSTITUTIONAL HEPATIC DYSFUNC- 
TION: R. V. Sathe, N. G. Talwalker and O. T. Samani. J.J.J. Group Hosp. & Grant 


Med. Coll. 2:25 (Jan.), 1957. 


Familial and congenital jaundice is ordi- 
narily considered to be hemolytic in origin, 
but there are cases seen occasionally in 
which all evidences of excessive blood de- 
struction are lacking, and yet the jaundice 
is due to the presence of excessive amounts 
of circulating bilirubin A giving indirect 
van den Bergh reaction. 

Gilbert probably gave the first descrip- 


tion of this disease in a series reported be- 
tween 1900 and 1907. There were other 
authors that followed with reports. It is an 
exceedingly rare disease. 

Symptoms are usually absent, but pa- 
tients may complain of asthenia and fa- 
tigue. physical examination shows 
jaundice. 

The most important finding is bilirubi- 
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nemia, which is always due to indirect 
bilirubin. Bilirubin content reported in the 
literature has varied from 1.4 to 13.1 mg. 
io cent. Their patient had an indirect 
ilirubin content of 24 mg. per cent. 


Apparently this type of jaundice does not 
affect” one’s health and needs no specific 
therapy. 


I. H. Exnsex 


A NEW HEPATOLIENOGRAPHIC AGENT: Tin oxide. Preliminary report. Harry W. 
Fischer. Am. J. Roentgenol. 77:64 (Jan.), 1957. 


Colloidal tin oxide is an ideal hepatoli- 
enographic agent. It is established that long 
retained tin oxide in the human and in the 
animal is innocuous. It is well tolerated 
when introduced into the bloodstream. It 
was given to animals in doses of about 350 
mg. of tin per kg. of body weight. It was 
tested in 9 rabbits and 4 dogs. Uniformly 


excellent and extremely dense shadows of 
normal liver and spleen were observed. In 
two rabbits, a “spotty” liver shadow was 
observed. Postmortem examination revealed 
extensive, diffuse involvement of the liver 
parenchyma by the lesions of coccidia in 
these two animals. 

Franz J. Lust 


INTESTINAL OBSTRUCTION DUE TO GALLSTONES: Clyn Smith Jr. and John H. 


Gratrot. Calif. Med. 86:44-46 (Jan.), 1957. 


Six clinical cases are discussed in detail 
to show that vomiting, abdominal pain and 
distention in the absence of abdominal scars 
from previous operations, as well as previ- 
ous history of gallbladder disease are the 
clues to watch for in — obstruction, 
especially in older individuals. The x-ray 
finding of air in the common duct visu- 
alized as a “Y” indicates a cholecystenteric 
fistula formed by erosion of stone 
Soe the side of the gallbladder into the 
bowel. It may obstruct the duodenum but 


usually passes into the je junum or ileum. 


Treatment has usually delayed and 
the resulting complications have re- 
flected in high mortality rates of 40-70 per 
cent. Treatments directed to early preven- 
tion of complications are: using intestinal 
decompression by intubation; reestablish- 


ment of fluid and electrolyte balance; ad- 
ministration of antibiotics to control the in- 
fection present in all instances; and broad 
consideration for existing diseases (diabetes 
and heart disease) usually predisposing to 
gallstone formation. Car surgery - 
mits inspection of the distended el up 
to the obstructing point where the impacted 
gallstone can be — An incision is 
made into the bowel proximately to the 
resting place of the stone to remove it. If 
the stone had facets, search should be made 
for other stones. 

In the above mentioned cases, the age 
range is 48-83 years; x-rays are pictured 
revealing air in the common duct; surgical, 
pre- and postoperative and medical care is 
discussed; and there was no mortality. 

ArtTHur L. KasLow 


SERIAL LIVER-FUNCTION AND BLOOD STUDIES IN PATIENTS RECEIVING 
CHLORPROMAZINE: Robert Dickes, Victor Schenker and Lawrence Deutsch. New 


England J. Med. 256:1 (3 Jan.), 1957. 


The authors’ report concerns 50 patients, 
to whom chlorpromazine had to be given. 
Complete liver function studies as well as 
complete blood counts were done uent- 
ly. Bromsulfalein retention and 
phosphatase tests were the most dependent 
indicators to determine early liver dys- 
function during medication. 

From those 50 patients, 21 showed ab- 
normalities of liver function. In 13 cases 
the liver function returned to normal in- 
spite of continued treatment, in 8 cases 
treatment had to be 

The authors noted in their studies, that 


preexisting liver dysfunction does not lead 
to a greater degree of impairment than 
normal findings before medication. 

Furthermore the authors found frequent 
changes in the hematologic pictures, as 
eosinophilia, immature cells, and leuko- 
penia. These changes were often observed 
in patients with liver dysfunction. 

Higher degree of liver dysfunction, as 
well as development of om pe during 
medication must be consid as a contra- 
indication for further treatment 


H. J. Josern 


552 THE AMERICAN JOURNAL OF GASTROENTEROLOGY 


SURGICAL JAUNDICE: Ashbel C. Williams. J. Florida M. A. (Jan.), 1957. 


The author defines surgical jaundice and 
outlines the various causative lesions in- 
volved. He then stresses the importance of 
distinguishing between medical and surgi- 
cal jaundice. 

In general, the indications for surgery in 
patients with jaundice are: 1. a history of 
gallstones, 2. proved intermittent or com- 
plete biliary obstruction, 3. the presence of 
a biliary fistula. The contraindications to 


surgery in the jaundiced patient are: 1. a 
history of a recent transfusion, 2. the pres- 
ence of vascular spiders, edema and evi- 
dence of collateral circulation, 3. intense 
jaundice in the presence of patent bile 
ducts, disturbed liver function, and a pro- 
longed prothrombin time not responding to 
Vitamin K. 


BERNARD STERN 


EROSIVE GASTRITIS IN CIRRHOSIS: Eddy D. Palmer. Am. J. Digest Dis. 2:31 


(Jan.), 1957. 


The author states that erosive gastritis is 
a common disease in uremia, acute alcohol- 
ism, acute food poisoning, and severe gen- 
eralized infection as well as cirrhosis. 

This paper deals with the influence of 
me hypertension on the gastric mucosa. 

e attempted to correlate the gastric 
changes in dogs where the portal vein was 
ligated and gastric specimens by peroral 
vacuum biopsy were secured—10, 15, 20 
minutes following ligation. The 20-minute 
specimen showed moderate engorgement of 
both the submucosal and mucosal capil- 


laries and venules without capillary rup- 
ture. 

The author then gastroscoped 24 patients 
and secured specimens in like manner with 
varices in esophagus and cirrhosis of the 
liver. 

His conclusions were that the vessels in 
the gastric mucosa were involved when the 
portal vein was ligated in dogs. The pa- 
tients with cirrhosis showed a similar pic- 
ture and he then explains the mechanism 
of erosive gastritis in cirrhosis. 

I. H. 


PORTAL AND SPLENIC VENOGRAPHY: G. H. DuBoalay, B. Green and Alan H. 


Hunt. Brit. M. J. 5012:189 (26 Jan.), 1957. 


The technics of portal and splenic veno- 
graphic es a are described, Both pro- 
cedures have advantages and disadvantages 
and neither can be depended upon to dem- 
onstrate more than half of the portal tree. 

The authors indicate that both methods 
are sometimes necessary. 

“Streamlining” or diversion of the portal 


blood along advantageous channels is a 
major problem and may cause appearances 
of thromboses in the portal veins. It is 
therefore frequently essential to perform 
both splenic and portal venography for a 
complete radiographic representation of the 
portal tree. 

Invin 


PRIMARY CARCINOMA OF THE LIVER: Richard A. MacDonald, A.M.A. Arch. Int. 


Med. 99:266, 1957. 


The diagnosis of primary carcinoma of 
the liver is still most difficult, especially in 
the initial stage. The following features 
derived from a series of 108 cases may lead 
the clinician to strongly suspect this diag- 
nosis: 1. Male over 35 years of age, often 
with cirrhosis; 2. vague abdominal pains 
usually in the right upper quadrant, but 
also in the low back, over the right shoul- 
der or scapula, or diffuse over the whole 
abdomen. Pain is severe, persistent and of 
relatively recent origin; 3. weakness and 


weight loss; 4. rapidly accumulating ascites 
and edema of legs of recent onset; 5. pal- 

pable enlarged liver or mass in the right 
upper quadrant attached to the liver often 
uite tender, some tenderness of the entire 

abdomen; 6. attacks of hypoglycemia re- 

sembling pancreatic hyperinsulinism; 

but 


7 
undice, initially mild progressive; 8. 
lood tinged ascites; 9. fever of unknown 
origin; 10. x-ray finding of a large liver 
displacing stomach, duodenum, or colon, 
of esophageal varices, of elevated and im- 
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movable right hemidiaphragm, of small 
metastatic tumor shadows in the lungs; 11. 
laboratory findings of slightly elevated ic- 
terus index, bile in the urine, marked BSP 
retention, reversed A/G ratio, positive 


Formol-Gel test and elevated serum phos- 
phatase. Little weight should be given to 
the absence of tumor cells in the ascitic 
fluid and to a negative needle biopsy. 

H. B. 


THE EVER VARIED BLOOD SUPPLY OF THE LIVER AND ITS COLLATERAL 
CIRCULATION: Nicholas A. Michels. J. Internat. Coll. Surg. 27:1 (Jan.), 1957. 


This is a very extensive and detailed re- 
view of the dissection and statistical analy- 
sis of 200 cadavers. Many diagrams ac- 
company the article, and are so detailed 
and so involved that the material does not 
lend itself to condensation. Those most in- 


terested in the blood supply of the liver 
and gallbladder, including its many varia- 
tions, will do well to refer to the original 
article. 


Joun Dri 


SURGERY OF THE BILIARY TRACT: III. SECONDARY OPERATIONS ON THE 
COMMON BILE DUCT: Marshall K. Bartlett and William C. Quinby, Jr. New Eng- 


land J. Med. 256:11 (3 Jan.), 1957. 


This paper is a report on 92 patients 
who had to undergo definite secondary and 
tertiary operations on the bile ducts due to 
— yer and/or pathology. The 

dings revealed in the majority of the 
cases were common bile duct stones (62 

r cent) and stones and other pathology 

rom a remnant of the gallbladder. 

The clinical criteria for diagnosis of com- 
mon duct stones are as follows: first and 
most commonly found is pain, especially 
severe radiating pain, second: jaundice, 


and third: chills and fever. Duodenal drain- 
age, elevation of alkaline phosphatase and 
bromsulfalein retention, as well as i.v. choli- 
angiography are helpful methods in order 
to make a diagnosis. 

The time-interval between primary and 
secondary operation was ranging from two 
months to 17 years. 

The purpose of the operation is to re- 
move the stones from the common duct 
and to resect any gallbladder-remnant. 

H. J. Josern 


THE COMPLICATIONS, SEQUELA, PROGNOSIS AND END RESULTS OF OPER- 
ATIONS ON THE BILE PASSAGEWAYS AND THE PANCREAS: Moses Behrend. 


J. Internat. Coll. Surg. 27:135 (Feb.), 1957. 


Many of the complications of gallbladder 
surgery can be prevented. The prevention 
is assured if the operating surgeon knows 
anatomy and if chemical studies are per- 
formed prior to surgery. Drainage follow- 
ing cholecystectomy is not always necessary 
when the operative field is clean. Elimina- 
tion of the drain will diminish the inci- 
dence of infections and wound disturb- 
ances. The use of antibiotics in acute chole- 
cystitis prior to surgery will diminish the 
postoperative convalescence period. The 
prevention of common duct stricture lies in 
a meticulous surgical technic which does 


not injure the common duct. In the pres- 
ence of carcinoma a palliative side tracting 
operation for the relief of jaundice may 
give the patient two more years of life and 
therefore is well worth the effort. Thought 
must be given to chronic pancreatitis as a 
cause for pain in the right upper quadrant. 
Thus at Bas time of operation for gall- 
bladder disease the surgeon should inspect 
the pancreas as the possible site for post- 
operative discomfort or more serious com- 
plications. 


BERNARD J. FICARRA 


STUDIES ON HEPATIC BILE OBTAINED FROM A PATIENT WITH AN EXTER- 
NAL BILIARY FISULA: Sidney Fink. New England J. Med. 254:258 (9 Feb.), 1957. 


Studies on bile collected by means of a 
rubber catheter placed in an externally 


draining biliary fistula, indicated that the 
values for the electrolytic factors varied 
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within narrow limits, the sodium and 
chloride concentration higher than, and bi- 
carbonate and potassium equal to serum 
electrolytes. 

Diamox had no effect upon the volume 
of bile produced daily. 

The constant feature throughout the ex- 
periment was the low concentration of bile 
salts, almost incapable of being measured. 


This was thought to be due to the con- 
tinuous loss of ile over a period of eight 
months, and the hepatic damage that pre- 
vented production of a further supply. 
The chloride content of the bile was at 
all times above normal, possibly to retain 
electrolytic balance in the presence of low 
bile salt concentration. 
J. Epwarp Brown 


ACUTE CHOLECYSTITIS: David W. Barrow. Wisconsin M. J. 56:102 (Feb), 1957. 


While diseases of the gallbladder rank 
second only to those of the appendix as a 
cause of intraabdominal surgery, it should 
rank first if morbidity and mortality are 
considered, rather than total number of 
cases operated on, A major proportion of 
these are due to acute cholecystitis. The 
incidence was males, three to one over fe- 
males, with the age incidence covering the 
fourth to seventh decades. Diagnosis is 
made on the basis of history and examina- 
tion. 

Surgery is always indicated, and chole- 
cystectomy is best performed within 72 
hours of onset. After 72 hours, supportive 
measures should be instituted for 12 to 24 


hours and if the patient responds satisfac- 
torily, conservative treatment is continued. 
If not, or progression occurs, prompt chole- 
cystectomy is performed, or a cholecystos- 
tomy if that is not possible. Where con- 
servative treatment is successful, elective 
cholecystectomy should be performed in 
from three to six months. 

When the patient is or has been jaun- 
diced and choledochotomy is not feasible 
in patients in whom operation was forced, 
the gallbladder should not be removed un- 
til subsequent exploration of the common 
duct has proved it patent. In such patients, 
cholecystostomy is the operation of caine 

ARNOLD L, BERGER 


DIAGNOSIS OF INTRA- AND PERIHEPATIC SUPPURATIONS BY MEANS OF 
SPLENOPORTOGRAPHY (with reference to 5 cases): Lucien Leger and Claude Baez- 
ner. La Presse Medicale 65:311 (20 Feb.), 1957. 


In addition to the information supplied 
by splenoportography about the pathology 
of the splenoportal system and surrounding 
organs (spleen, pancreas, liver) there are 
those about intra- or perihepatic suppura- 
tions. 

Five cases are reported in which the 
diagnosis was facilitated by the perform- 
ance of splenoportography. Further, this 
made possible the differentiation of a sub- 


phrenic abscess, a subhepatic abscess and 
intraparenchymatous collections. 
Further, such a harmless and rapid meth- 


od permits an accurate topography of the 
lesions to be established and help in de- 
tecting the presence of multiple collections. 
Finally it allows the best therapeutic man- 
agement to be chosen. 


Guy ALBor 


SPONTANEOUS RUPTURE OF THE COMMON BILE DUCT DURING PREG- 
NANCY: Jasper T. Hogan, Jr. J. M. A. Georgia, 46:45 (Feb.), 1957. 


According to the author this is the first 
report of a case of spontaneous rupture of 
the common bile duct during pregnancy. 
Rupture of the common bile duct without 
antecedent surgery or trauma occurred only 
14 times as reported in the literature up to 
1954. Etiologies have been well outlined 
by Gans who lists the major cause as com- 
mon duct stones, choledochitis and in- 
creased intraductal pressure. This case is of 


a 27-year old 7-month pregnant woman 
who presented herself with epigastric pain, 
low grade fever and epigastric tenderness. 
Later the same day she developed severe 
R.L.Q. pain with definite signs of perito- 
neal irritation, the W.B.C. was 25,000. 
Clinical diagnosis of acute cholecystitis was 
made, Exploratory laporotomy revealed bile 
oozing from a 1 mm. opening on the ven- 
tral surface of the common duct. A very 
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stormy postoperative course ensued. She 
was delivered of a still-born infant. This 
was the first case of nontraumatic sponta- 
neous rupture of the common bile duct oc- 


curring in a gravid female who had neither 


previous biliary surgery, trauma or history 
of previous biliary 
A. J. BRENNER 


TWO CASES OF RUPTURE OF THE EXTRAHEPATIC BILE DUCTS: John A. Me- 


Credie. Brit. M. J. 5013:267 (2 Feb.), 1957. 


Rupture of extrahepatic ducts is a rare 
occurrence, Two such cases are reported as 
a result of abdominal injuries sustained in 
automobile accidents. Both cases were chil- 
dren of 5 and 6 years old with signs and 
symptoms of interperitoneal hemorrhage 
which before s was thought to 
due to rupture “of the spleen or liver. In 
both cases there was an escape of bile into 
the peritoneal cavity without generalized 
systemic disturbance. In one case a b 
ascites developed which eventually cleared 
up after numerous aspirations. In the sec- 
ond case a tube drainage postoperatively 


allowed the bile to escape externally. Spon- 
taneous healing of the biliary fistula oc- 
curred in both. It was found that the es- 
cape of sterile duct bile into the peritoneal 
cavity does little harm (Harknis, Harmon 
and Hudson—1936). It is also suggested 
that injury to extrahepatic ducts, often as 
in the cases here reported, re-establish 
their continuity without surgical interven- 
tion and have less chance of developing 
stenosis which often occurs after attempts 
at surgical repair of recently traumatized 
lesions. 

A. J. BRENNER 


CHLORPROMAZINE JAUNDICE: ANALYSIS OF TWENTY-TWO CASES: J. L. 
Werther and B. I. Korelitz. Am. J, Med. '22:351 (Mar.), 1957. 


The authors have reviewed 22 cases of 
chlorpromazine jaundice. These follow a 
uniform pattern and are consistent with a 
concept that chlo: 
sents a distinct syndrome. 
characterized by a brief isod 
of systemic symptoms fo 


y 
after the first 
dose of chlorpromazine and persisting for 
four or five days, Jaundice may appear co- 


occurring 


incidentally but y occurs one week 
after the onset of systemic ptoms. At 
the height of the icterus a systemic 
symptoms usually have disappeared and 
pruritus may be the only complaint. Results 
of the laboratory tests characteristically are 
those obtained in obstructive jaundice, 
whereas the tests for parenchymal liver 


damage usually remain negative. Mild or 
moderate eosinophilia was found in the 
peripheral blood and in over 80 per cent of 
the cases in this series. In none of these 
cases was there evidence of antecedent 
liver damage. In all cases recovery was 
complete without evidence of residual liver 
damage. Liver aay was performed in six 
cases, all of which s bile stasis and 
periportal inflammatory cell infiltration. 
Eosinophils made up a large part of the 
oa rtal infiltrate in three cases. It is 
ikely that this finding is most common 
when liver biopsy is o ed early in the 
course. It is postulated that chlorpromazine 
jaundice is part of an allergic reaction to 
the drug, causing functional or mechanical 
biliary obstruction of the cholangioles sim- 
ilar to that known to occur with certain 
other drugs. 


Joun M. McManon 


ENLARGEMENT OF THE PAROTID GLAND IN DISEASE OF THE LIVER: E. N. 
Rothbell and J. Duggan. Am. J. Med, 22:367 (Mar.), 1957. 


inflamma’ enlargement 

oderate obesity was present in all cases, 
arterial hypertension in three, and impaired 


glucose tolerance in three. Similar parotid 
enlargement has been observed throughout 
the world in association with evident mal- 
nutrition or during recovery from starva- 
tion. In Europe and America it has ap- 


\ 

iary tract obstruction. Prodromal symptoms 

commonly consist of fever, chills, pruritus, 
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peared in clinical settings of liver disease, 
obesity, diabetes mellitus or combinations 
of these states. This sort of parotid enlarge- 
ment seems to have much the same signifi- 


cance as a fatty liver, pointing to disturbed 
nutrition or metabolism but not defining 
the disturbance. 

Joun M. McManon 


THE INCIDENCE OF PRIMARY HEPATIC CARCINOMA IN CIRRHOSIS: R. G. F. 
Parker. Proc. Roy. Soc. Med. 50:145 (Mar.), 1957. 


The incidence of primary carcinoma in 
cirrhosis varies in England a 3.41 to 7.3 
per cent. The presence of cirrhosis depends 
on the grade and amount of fibrosis and the 
clinician and the pathologist should inte- 
grate their findings both clinically and at 
autopsy. 

The author then cites his cases from the 
London Hospital from 1919-1955 in which 
primary carcinoma of the liver was present 
in 16.3 per cent, 30 cases out of 184 that 
came to necropsy. Of these 30 only 3 were 


female. In the fatal cirrhosis nearly one-half 
of these, no reliable etiologic factor for the 
hepatic lesion could be found. Posthepatitic 
cirrhosis accounts for 4% of the total and 
here the incidence of carcinoma was very 
low. In chronic alcoholism the incidence of 
carcinoma was very high—33 per cent. Like- 
wise in hemachromatosis the incidence of 
carcinoma was high and this may be also 
because the condition is largely a disease 
of males. 

Louis K. MORGANSTEIN 


MALIGNANT HEMANGIOBLASTOMA OF LIVER: TOTAL EXCISION OF RIGHT 
LOBE OF LIVER: Rodney Smith. Proc. Roy. Soc. Med. 50:152 (Mar.), 1957. 


The author cites the following case: 

Female patient, aged 65, with a history 
of 5 months’ breathlessness, exhaustion, 
swelling of abdomen, ankles and pain in 
7 right abdomen. Examination revealed 
a huge irregular enlargement of the liver. 
X-ray of the chest showed gross elevation 
of the right Tage Cholecystography 
showed no gallbladder visualization. Liver 
biopsy was attempted but only blood- 
stained fluid was obtained. 


At operation there was a huge cystic 
tumor occupying the whole right hepatic 
lobe. The left lobe was clear. Total exci- 
sion of the right lobe was performed. 

Liver function tests on the fourth day 
gave normal values, and patient made an 
uneventful recovery, except for a rare com- 
plication of hypothermea (venous gangrene 
of a hand), which led to a longer stay in 
the hospital than expected. 

Louis K. MORGANSTEIN 


RUPTURE OF THE GALLBLADDER WITH INTRAPERITONEAL HEMORRHAGE: 
Carl B. Mason, Charles S. Judd, Jr. and Rogers Lee Hill. New England J. Med. 256:609 


(28 Mar.), 1957. 


Among the various complications of 
cholecystitis and cholelithiasis are hydrops, 
empyema, gangrene, choledocholithiasis 
with common duct obstruction, pancreatitis 
and perforation of the gallbladder. Hemo- 
bilia and hemoperitoneum are rare. A case 
of hemoperitoneum following rupture of a 
gangrenous gallbladder is reported in a 43- 
year old male showing severe pallor, hypo- 
thermia and hypotension after an acute 
attack of epigastric pain. In spite of in- 


creased serum amylase, laparotomy ap- 
peared necessary because of a board-like 
rigidity of the abdomen. At operation, 
1,500 c.c. of blood was found in the — 
toneal cavity due to a frank bleeding 

a ruptured cystic artery. A large blood 
clot sealed of. the gangrenous gallbladder. 
The patient made an uneventful recovery 
after cholecystectomy. 


H. B, E1senstapt 


CHOLECYSTITIS: Dolph L. Curb, Harry L. Barton, J. Griffin Heard and Bela Halpert. 
Texas J. Med. 53:146 (Mar.), 1957. 


The authors’ treatment of gallbladder 
disease is surgical even in acute cases 


where the patient is deteriorating and not 
responding to conservative measures. In the 
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chronic stages, repeated acute episodes of 
colic with freedom in between and the 
frankly progressive chronic, this procedure 
is ideal because results are good, (unat- 


tainable by conservative therapy) and com- 
plications such as commn duct stone, pan- 
creatitis and others are forestalled. 

J. Epwarp Brown 


FATAL MASSIVE NECROSIS OF THE LIVER AS A MANIFESTATION OF HYPER- 
SENSITIVITY TO PROBENECID: Edward S. Reynolds, Robert C. Schlant, Harvey 
C. Gonick and Gustave J. Dammin. New England J. Med. 256:592 (28 Mar.), 1957. 


Probenecid has been extensively used for 
the treatment of gout as well as for the 
raising of the renal threshold for antibiotics 
and chemotherapeutical agents. Its toxicity 
is considered to be low and consists mainly 
of gastrointestinal discomfort, skin rashes 
and fever. A fatal sensitivity reaction due 
to Probenecid is reported in a 57-year old 
male who had previously suffered from 
nasobronchial and skin allergy and who 
had reacted to a previous sulfadiazine dose 
with marked blood eosinophilia. This pa- 
tient received several intermittent courses 


of Probenecid for gout. During the second 


course he developed fever, a pruritic rash, 
hemorrhagic diathesis, 
bronchial asthma and parenchymal jaun- 
dice. During the third period of Probenecid 
administration a similar but a more severe 
reaction occurred which lead to his death, 
primarily from massive hepatic necrosis. In 
addition, focal and parenchymal myocar- 
ditis, interstitial ne blood  eosino- 
philia and myeloid metaplasia 
were found at autopsy. These changes re- 
sembled sulfanilamide poisoning. 


H. B. EIsENSTADT 


HEPATIC COMA: William T. Arnold and Stanley J. Zimmerman. Texas J. Med. 53:152 


(Mar.), 1957. 


In hepatic coma, the chemical combina- 
tion of glutamic acid and ammonia does not 
occur, rather a loose combination is formed 
that cannot pass the “brain barrier” as 
easily as it can the muscle tissue. 

When normal process is interrupted by 


the presence of liver disease, the Kreb’s 
cycle in the brain can be reestablished only 
with difficulty and this aberrant chemical 
prevents oxidative completion. 


J. Epwarp Brown 


AMEBIC LIVER ABSCESS: Marcel Patterson and Virgil Lawlis. Texas J. Med. 53:157 


(Mar.), 1957. 


A history in a middle-aged man from a 
small community or rural area, who has 
been ill some months with dull to sharp 
intermittent pain in the right upper quad- 
rant, and cough, fever, loss of weight and 
appetite, weakness and sweats, a mild 
anemia, moderate leucocytosis, increased 
sedimentation rate and moderate albumi- 
nuria is enough to institute choloroquin 
phosphate treatment and venture a diag- 
nosis of hepatic abscess due to amebae. 

Choloroquin has largely replaced emetin 
because it is concentrated in the liver bet- 
ter than 1,500 times the saturation of eme- 
tin, in spite of the fact that it is less ame- 


bacidal than its precursor. 

It is less toxic than emetin and its action 
is dramatic, symptoms abating in 24 hours, 
after institution of dosage of 1 gm. daily 
for 2 days, followed by % gm. daily for 
two to three weeks. 

The drug fails when a large abscess or 
secondary infection is present, here drain- 
age and antibiotics must be the regime of 


choice. 


Choloroquin has no effect on intestinal 
amebae, these must be removed by one of 
the arsenical or iodoquinoline derivatives. 


J. Epwarp Brown 


PAROTID SWELLING, ALCOHOLISM AND CIRRHOSIS: Stanley J. Wolfe, W. H. J. 
Summerskill and Charles S. Davidson. New England J. Med. 256:491 (14 Mar.), 1957. 


This study presents a very good sum- 
mary of 16 patients with hepatic cirrhosis 


associated with chronic alcoholism of long 


duration, who had bilateral, symmetrical 
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parotid swelling. The results of this study 
lend support to the claims in Italian and 
French literature that asymptomatic en- 
largement of the parotid glands is fre- 


quently found in patients with chronic al- 
coholism, most of whom have hepatic 
cirrhosis, 

I. H. 


A FEW PITFALLS OF GALLBLADDER SURGERY: Ralph B. Bettman. Mississippi 


Valley M. J. 79:124 (Mar.), 1957. 


Few intraabdominal operations are more 
difficult than a complicated cholecystecto- 
my. The author stresses the importance of 
the carefully discussed factors in order to 
avoid disaster in gallbladder surgery. A 


thorough knowledge, not only of the usual 
normal anatomy But also of the possible 
variations, is a sine qua non for safe 
surgery. 

ALEXANDER ZABIN 


STENOSIS OF THE SPHINCTER OF ODDI: Richard B. Cattell, Bentley P. Colcock 
and Jerome L. Pollack. New England J. Med. 256:429 (7 Mar.), 1957. 


The authors survey 100 consecutive pa- 
tients with partial or complete obstruction 
at the sphincter of Oddi. The alkaline 
phosphatase was elevated above 10 Bodan- 
sky units in one-third and slightly elevated 
in an additional third. The diagnosis of 
stenosis of the sphincter of Oddi was con- 
firmed in most of these patients by intra- 
venous cholangiography using the standards 
for common duct pe Rio as developed 
by Wise and O’Brien. Visualized ducts of 
over 15 mm. in diameter were invariably 
obstructed. Any duct measuring between 8 
and 15 mm. might be partially obstructed. 
At operation 68 of the 100 patients had a 
dilated common duct. Caleuli were found 
in the common duct in 38 cases and sludge 
or sand in an additional 13. Obstruction in 
most cases appeared to be caused by firm 
contraction of the sphincter of Oddi. These 
patients were treated operatively by trans- 
duodenal sphincteromy with and without 


the implantation of a ae. arm T-tube. In 
a follow-up of one and a half to two years 
81 patients have remained free of symp- 
toms, many experiencing a sense of well 
being and freedom from pain not noted 
for many years. Nine widetenal patients 
had a fair result. Only 8 patients have been 
classified as obtaining a poor result. It is 
the feeling of the authors that stenosis of 
the sphincter of Oddi should be recognized 
at initial exploration of the biliary tract 
since if unrecognized and uncorrected at 
the initial operative procedure it may result 
in persistent symptoms which will require 
reoperation. Preoperative intravenous chol- 
angiography —. a means of being 
forewarned of this possibility at time of 
choledochostomy. Furthermore partial ob- 
struction of the common duct may result in 
the development of common duct stones. 


D. EICcHHORN 


LAPAROPHOTOGRAPHY IN COLOR WITH FOURES ENDOGRAPH. ITS DIAG- 
NOSTIC VALUE IN LIVER DISORDERS AND DISORDERS OF THE BILIARY 
TRACT. J. Caroli and A. Foures. Arch. Mal. App. Dig. 46:168, 1957. 


We have at our command at the present 
time, thanks to A. Fourés’ endograph, a 
method of color with 
many advantages. The method is described 
fully in this paper. 


The results obtained include practically 
no failures, They are noteworthy both for 
the relief of the pictures and for the ac- 
curate reproduction of the colors. 

Guy ALsoT 


GALLBLADDER SURGERY IN A COMMUNITY HOSPITAL: Richard H. Thompson 
and Stillman G. Davis, Jr. New England J. Med. 256:547 (21 Mar.), 1957. 


This is a report of biliary tract surge 
on 571 patients. Of these, 474 dealt with 
calculi. Acute cases were defined as those 
operated on during the first 3 days. Sixteen 


per cent of the entire series (571 patients ) 
were considered acute. Ninety-one per cent 
had cholecystectomies. Common dct ex- 
ploration was performed in 199 of these, 
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and 8 per cent of these contained stones. 
Perforation of the gallbladder occurred in 
7 per cent, but in no case did general peri- 
tonitis ensue, There was a mortality of 9 
= cent in this acute group, which is dou- 
ale the mortality of the series as a whole. 
All the patients who died were over 60 
years of age. The average poy 
stay (for living patients) was 16 days. In 
the nonacute group (473 patients), chole- 
cystectomy was performed in this group. 
The common duct was explored in 20 per 
cent of these, and 41 per cent of these con- 
tained stones; or 8 per cent of the 473 
patients. 

Roentgenographic findings:—The patients 
in the present series, plus some patients 
from another series, represent a total of 
616 patients in whom stones were found at 
in whom preoperative films were 
checked. The authors state that no less 
than 38 per cent showed stones on plain 
films. 

Cholangiograms:—This was almost entire- 
ly confined to postoperative cholangiogra- 
phy. In 50 such patients, the roentgenolo- 
gist suggested that a definite or probable 
stone existed in 22 per cent, but in only 2 


cases was re-operation and removal of the 
stone carried out; in most cases, the clinical 
history of the patient made re-operation 
appear unnecessary, which reflects on the 
technical difficulties of the method. 

Jaundice:—Fifty-five patients (presumably 
of the 474) had jaundice or a history of it. 
Forty-three had their common ducts ex- 
plored. Sixty-three per cent of the explored 
ducts contained stones. 

Carcinoma:—One case of carcinoma of 
the gallbladder was found in the entire 
group. 

Morbidity:—In one patient, the common 
duct was severed; four patients had later 
operations for common duct stones. 

Summary:—In cases of proved calculus 
disease, common duct stones were found in 
12 per cent. Thirty-eight ~ cent of cal- 
culi were reported on plain x-ray film. 
Seven of 571 patients operated on had com- 
mon duct complications. In a total of 1,071 
operations done at this hospital (Salem, 
Massachusetts), retained common duct 
stones occurred in 0.56 per cent (retained 
after operation). 


SAMUEL L. IMMERMAN 


PANCREAS 


PANCREATIC CYST, INTERNAL DRAINAGE BY THE ROUX-EN-Y TECHNIC: 
Marvin E. Sattler. Wisconsin M. J. 55:722 (July), 1956. 


The author discusses pancreatic cysts as 
1. retention cysts, 2. proliferative cysts, 3. 
congenital cysts, 4. hydatid cysts, 5. pseu- 
docysts. At the present time it is generally 
agreed that the treatment of pancreatic 
cysts requires a surgical procedure. Internal 
drainage by means of a jejunal anastomosis 
to the cyst is the simplest method and, up 


to the present time, has produced the best 
results. The Roux-en-Y technic offers 
greater dependent drainage and less chance 
for regurgitation of intestinal contents into 
the cyst. The method of Doubillet and Mul- 
holland, although technically more difficult, 
may be the ultimate answer to the problem. 

Jacos A. Riese 


EXOCRINE PANCREATIC SECRETION, EFFECTS OF PANCREATIC DISEASE: 
D. A. Dreiling and Henry D. Janowitz. Am. J. Med. 21:98 (July), 1956. 


The authors have reviewed the modern 
concepts of the essential physiology of the 
normal and abnormal exocrine pancreas. 
The effects of pancreatic disease on exo- 
crine secretion are discussed at some length 
under four headings, namely, characteristic 
abnormalities reflected in 1. digestive ca- 
pacity 2. enzyme concentrations in the 


blood and urine 3. blood coaguli ability 
and blood coagulation factors and 4. pan- 
creatic secretory capacity. The various pan- 
creatic function tests are discussed at some 
length. This is an excellent review article 
for those interested in pancreatic disease. 


M. McManon 
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ACUTE PANCREATITIS: A. Richman. Am. J. Med. 21:246 (Aug.), 1956. 


This is a detailed review of the entire 
problem of acute _pancreatitis including 
etiologic factors, pathogenesis, pathology, 
clinical picture, laboratory data, differen- 
tial diagnosis, treatment and sequela, all of 
which are discussed at some length. Under 
pathogenesis, there is adequate review of 
the common channel theory as well as the 
relationship to gallbladder disease in the 


absence of a common channel, pancreatitis 
due to alcohol, metabolic disturbances, dia- 
betes, undernutrition, | hemochromatosis, 
trauma, infection, vascular, allergic and 
neurogenic factors as well as anomalies of 
the pancreatic ducts. This is an excellent 
review for those interested in the problem. 


Joun M. McManon 


CYSTIC FIBROSIS OF THE PANCREAS: DiSant’Agnese. Am. J. Med. 21:406 (Sept.), 


1956. 


This is the second in the series of Semi- 
nars on Diseases of the Pancreas. The sub- 
ject is more than adequately reviewed by 
DiSant’Agnese. Cystic fibrosis of the pan- 
creas is a generalized hereditary disease of 
children due to dysfunction of exocrine 
glands. It is characterized clinically in most 
instances by the combination of symptoms 
of pancreatic insufficiency and chronic pul- 
monary disease. However, gradation in or 
absence of involvement of the various or- 
gans or glandular systems affected (pan- 
creas, lungs, liver, sweat glands) is charac- 
teristic of the disorder and leads to varia- 
tions in the clinical picture according to the 
area predominantly involved. Involvement 
of mucus glands throughout the body, for 
instance: intestinal, genitourinary tract and 
others is occasionally found at autopsy but 
there are no recognized symptoms. The con- 
dition is not rare, an incidence of two to 
four per cent of patients subjected to au- 
topsy in the pediatric age group having 
been found. Initial lesions of the liver are 
common and at times lead to severe clinical 
manifestations which may dominate the 
clinical picture. The term, multilobular bil- 
iary cirrhosis with concretions has been 
used to indicate the distinctive character 
of this process. Portal hypertension may 
eventually develop. Meconium ileus is noted 
at birth in from 10 to 15 per cent of all 


patients with cystic fibrosis with signs of 
obstruction of the small intestine. At some 
time of their illness, virtually all patients 
have respiratory involvement, usually with 
onset in infancy or early childhood. The 
characteristic course is punctuated by re- 
peated episodes of increased bronchial ob- 
struction and secondary infection. The au- 
thor was the first to show that the sweat 
of patients with cystic fibrosis consistently 
has a concentration of chloride and sodium 
two to five times that of normal persons 
and of patients with a variety of other con- 
ditions. Sweat potassium also was affected 
but to a lesser degree. 

Recent studies indicate that in fibrocystic 
disease, three different defects in exocrine 
secretions are present and need to be ex- 
plained. 1. An abnormality of mucus pro- 
duction affording a reasonable explanation 
for the pancreatic, hepatic and pulmonary 
symptoms is present. The pres- 
ence of an abnormal mucoprotein in the 
duodenum content of patients with this dis- 
order is strong evidence in this direction. 
2. The abnormally high concentration of 
electrolytes in exocrine sweat and mixed 
saliva. 3. An increased parotid secretory 
rate is present. The basic defect appears to 
be genetically transmitted. 


Joun M. McManon 


BOOK REVIEWS FOR GASTROENTEROLOGISTS 


DISEASES OF THE LIVER: Leon Schiff, M.D., Ph.D., Professor of Clinical Medicine, 
University of Cincinnati College of Medicine, Director, Gastric Laboratory, Cincinnati 
General Hospital with 27 contributors and a foreword by Cecil J. Watson, M.D., Ph.D. 
738 pages. J. B. Lippincott Company, Philadelphia, Pa., 1956. Price $16.00. 


This large well printed and _ illustrated Hemochromatosis; Dr. Hanger on Syphilis 
text on liver diseases is divided into 26 of the Liver; Dr. Zollinger on Diseases of 
chapters and edited by Dr. Schiff, whose the Gallbladder and Extrahepatic Bile Ducts 
previous monograph on Jaundice was well and Dr. Leon Schiff, Editor, Needle Biopsy 
received by the medical profession. and Jaundice, etc. 

The 27 contributors are outstanding med- Extensive references follow each chapter 
ical and surgical specialists, who are rec- and an adequate cross index completes the 
ognized as authorities in their respective book. 
fields. Medical students and physicians will find 

Dr. Smetena contributed the chapter on Dr. Schiff's liver diseases a valuable and 
Pathology of Hepatitis; Dr. Althausen on instructive volume to add to their library. 


LES ICTERES PAR RETENTION—DIAGNOSTIQUE MEDICO-CHIRURGICAL: J. 
Caroli with collaboration of A. Charbonnier, J. Eteve, A. Paraf and P. Ricordeau. 
482 pages, illustrated in black and white and color. Masson et Cie., Paris, France, 
1956. Price 6.000 fr. 


Although “Les Ictéres par Rétention” is Among the many interesting and newer 
written in the French language, with the diagnostic features, the reviewer recom- 
illustrations found in this beautifully printed mends the reader to carefully examine the 
and bound volume by Caroli and his col- color plates facing pages 178, 182 and the 
laborators, it should be in the library of black and white photographs on the follow- 
every physician who is interested in ad- ing pages. These were obtained by means 
vanced methods of diagnosis. The line of laparoscopy. By using laparoscopy, other 
drawings accompanying the x-rays are very diagnostic procedures may be done such as 
clear and with the aid of a French-English puncture under direct vision and injection 
dictionary, the reader will be able to de- of diagnostic material into the gallbladder 
cipher the explanations and gain informa- ducts for x-ray visualization. 
tion of value. 


CHIRURGIE DU PANCREAS: Lucien Leger, Professeur agrege a la Faculte de 
Medecine de Paris, Chirurgien des Hopitaux de Paris and Jacques Brehant, Profes- 
seur agrege a la Faculte de Medecine d’Alger. 504 pages with 154 figures. Masson et 
Cie, Paris, France, 1956. Price 4.200 fr. 


Essentially written for the surgeon, how- series, the publisher, Masson et Cie, pro- 
ever, all physicians including pathologists duced a beautifully printed, illustrated and 
will find a wealth of new material in bound volume. This book is highly recom- 
“Chirurgie du Pancreas”. mended. 

Like all the other monographs in the 


LA GASTRECTOMIE POUR ULCERE: R. de Vernejoul, Professeur a la Faculte de 
Medecine de Marseille, Chirurgien des Hopitaux; E. Henry and R. Devin, Professeurs 
agreges de Faculte, Chirurgiens des Hopitaux. 209 pages, illustrated. Masson et Cie, 
Paris, France, 1956. Price 2.400 fr. 


A very beautifully printed and illustrated trated and explained in French. Surgeons, 
book dealing with operative procedures of who are unfamiliar with the language, by 
gastric and duodenal ulcers. observing the illustrations, may find useful 

The step by step modus operandi is illus- information. 


\ 
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RYPINS’ MEDICAL LICENSURE EXAMINATIONS—8th EDITION: Walter L. Bier- 
ring, M.D., M.A.C.P., M.R.C.P., Former Member National Board of Medical Exam- 
iners, American Board of Internal Medicine, etc., etc., with the collaboration of a Re- 
view Panel. 964 pages. J. B. Lippincott Company, Philadelphia, Pa., 1957. Price $10.00. 


The late Dr. Harold Rypins, who was 
Secretary of the New York State Board of 
Medical Examiners, originally wrote the 
book on “Medical State Board Examina- 
tions”. 

This present volume, now in its eighth 
revised edition, by Dr. Bierring is brought 
up to date and includes medical questions 


and answers as given by State Board Li- 
censing Examinations. The reader will find 
considerable new material added to the 
text. Medical Licensure Examinations is 
highly recommended to students in medi- 
cine preparing for examinations, as well as 
to physicians who are seeking answers to 
various puzzling questions. 


LIVER, BILIARY TRACT AND PANCREAS—PART III OF VOLUME 3, DIGES- 
TIVE SYSTEM. The Ciba Collection of Medical Illustrations by Frank H. Netter, 
M.D. Edited by Ernest Oppenheimer, M.D. 165 pages, 133 full color plates with de- 
scriptive text and cross-reference index of over 2,000 items. Ciba Pharmaceutical 


Products, Inc., 1957. Price $10.50. 


This volume is an outcome of many years 
of effort and labor, during which time Ciba 
Pharmaceutical Products, Inc., distributed 
gratis to physicians and medical students 
looseleaf full color illustrations of normal 
and pathologic anatomy by Dr. Netter. 

Medical students as well as physicians in 
general practice or specializing, will find 


“Liver, Biliary Tract and Pancreas” an in- 


valuable guide to normal and abnormal 
pathology. The illustrations, text and lab- 
oratory procedures are the best yet among 
many volumes which have been published 
up to the present time. 

It is highly recommended for all medi- 
cal students, biochemists, laboratory techni- 
cians and physicians to have a copy on 
hand. 


ATLAS DER GASTROENTEROLOGISCHEN CYTODIAGNOSTIK (ATLAS OF GAS- 
TROENTEROLOGICAL CYTODIAGNOSIS): Von Prof. Dr. N. Henning und Priv.- 
Doz. Dr. S. Witte, Erlangen. Translated by Dr. R. O. K. Schade, Newcastle upon 
Tyne. 103 pages, illustrated. George Thieme Verlag, Stuttgart, Germany, 1957. Price 


$9.05. 


The German text is confined to 31 pages 
without illustrations, while the English text 
occupies the rest of the book with beauti- 
ful illustrations of the cytological findings 
in the gastrointestinal tract. Under the 


illustrations, the reader will find both the 
German and English explanations, thus 
making this unique in its field. Numerous 
misspelled words are apparent but this does 
not detract from recommending it highly. 


THE LIVER: Some Physiological and Clinical Aspects—British Medical Bulletin, Vol- 
ume 13, Number 2, May 1957. 152 pages, illustrated. Published by the Medical De- 
partment—tThe British Medical Council, London W.I., England. Price $3.25. 


This bulletin contains a symposium on the 
liver by 15 well known physicians in their 
particular field. The introduction is by Sir 
Harold Hinsworth, a well known clinician. 

It is rather a highly scientific essay with 
several well chosen references at the end of 
each subject. 


The reviewer found the Bulletin a well 
written and printed text, although more in 
line for the specialist or researcher than the 
general practitioner. By reading it, however, 
the latter may also gain some insight into 
liver dysfunction. 


For The Constipated Patient of All Ages 


Awhole family of constipation correctives, specially formulated for the particular 
problem which the patient may present. Each preparation contains doubly stand- 
ardized senna principles for safe, gentle and effective neuroperistalsis. Predictable 
action of the refined active principles as contained in SENOKOT assures com- 
fortable, physiological evacuation, usually within 8-10 hours after administra- 
tion, without griping, irritation or other untoward side-effect. 


Senobile 


Senokot 


WITH PSYLLIUM 


SENOKAP 


Senokot 
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Anorexia upon arising must often be dealt with 
as part of a therapeutic regimen. In addition to the 
well-known syndrome of early pregnancy, several 
other causes of “‘breakfast anorexia’’ are recog- 
nized. Generally psychological in character, they 
include fear or lack of enthusiasm in facing the 
day, distaste or intolerance for the fried and fatty 
foods commonly served at breakfast, and habit 
patterns such as late rising with the inevitable 
morning rush. Obese patients who ‘“‘cannot”? eat 
breakfast tend to overeat during the day in order 
to overcome the deficit. 


When “‘breakfast anorexia’ must be overcome, 
physicians find that a dish of steaming oatmeal as 
the main food at breakfast is a great help in the 
solution of this problem. Its inviting warmth and 
delicious taste make the oatmeal dish appealing 
even when appetite is poorest. It also provides 
readily available energy for a morning of produc- 
tive work; it helps to allay hunger throughout the 
morning; it makes a notable contribution to the 
day’s nutritional needs; it is low in fat, and is 
easily digested. 


Oatmeal is richer in protein than all other whole- 
grain breakfast cereals. It ranks among the highest 
in thiamine, and contributes other B vitamins as 
well. It is outstanding for its iron content. 


The correction of “breakfast anorexia’? can be 
IN GASTROINTESTINAL AF- made easier in many ways by a morning dish of 
FECTIONS. Oatmeal fits well oatmeal and milk, so quickly and easily prepared, 
into the dietary manage and so gratifying. 

ment of gastrointestinal 
disease. It is bland, me- Quaker Oats and Mother’s Oats, the two brands 
chanically nonirritating, of oatmeal offered by The Quaker Oats Company, 


are identical. Both brands are available in the 


able protein, vitamins and Quick (cooks in one minute) and the Old-Fash- 
minerals. ioned varieties which are of equal nutrient value. 


The Quaker Oats O@mpany 


CHICAGO 
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relief for localized or generalized G.I. disorders 


“...the most effective available 
colonic anticholinergic drug.”" 


TABLET 


Cantil 


plain or with phenobarbital 


For the colon 


“'..relieves or reduces diarrhea, distention 
and pain in many patients with functional 
and organic colon disorders.”? 


CANTIL (plain)—each scored tablet contains 25 mg. 
of CANTIL. Bottles of 100 yellow compressed tab- 
lets. CANTIL with Phenobarbital — each scored tablet 
contains 25 mg. of CANTIL and 16 mg. of pheno- 
barbital (warning: may be habit forming). Bottles 
of 100 cocoa-brown compressed tablets. CANTIL is 
the only brand of the postganglionic parasympa- 
thetic inhibitor N-methyl-3-piperidyl-diphenylgly- 
colate methobromide. 


(1) Kleckner, M. S., Jr.: J. Louisiana M. Soc. 108:359, 


rapid, prolonged relief 
throughout the G.I. tract 


TABLET 


TRIDAL 


(DACTIL + PIPTAL in one tablet) 


A cholinolytic of choice,> TRIDAL relieves 
pain and spasm, normalizes motility and 
secretion. It is rapidly and dramatically 
effective in pylorospasm, peptic ulcer, hiatus 
hernia, biliary dyskinesia, chronic pancre- 
atitis.* 

Each TRIDAL tablet contains 50 mg. of the visceral 
eutonic DACTIL® (the only brand of piperidolate 
hydrochloride) and 5 mg. of the anticholinergic 
PIPTAL® (the only brand of pipenzolate methyl- 
bromide). Bottles of 50 compressed, white tablets. 
CANTIL and TRIDAL are distinguished by unusual 
freedom from urinary retention, blurred vision, dry 
mouth.?"5 


(2) Riese, J. A.: Am. J. Gastroenterol. 28:541, 1957. 


(3) Settel, E.: J. Am. Geriatrics Soc. In press. (4) Jefferson, N. C., and Necheles, H.: J. Urol. 76:651, 1956. (5) Necheles, H., 
and Kirshen, M. M.: The Physiologic Basis of Gastrointestinal Therapy, New York, Grune & Stratton, Inc., 1957, p. 88. 
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EDER-PALMER TRANS-ESOPHAGOSCOPIC FLEXIBLE GASTROSCOPE 


Requested by the profession! 


Introducing the new Trans-Esophagoscopic Gastroscope 
and its outstanding features: 

. Designed to fit through our standard 45 or 53 cm by 9.5 mm instruments 

. Smaller in diameter—9% mm but standard size lenses—same clarity and 
brilliant image as known in Eder Gastroscopes. 

. No change or conversion necessary on the Eder-Hufford Flexible Esophagoscope. 
Longer than the Standard Gastroscopes to permit full advantage of the flexible 
portion to be felt after it has been passed through the Esophagoscope. 

. Simplifies combination Gastroscopy and Esophagoscopy! 

. Instruments can be used individually or combined! 

One introduction — Two examinations! 
7. Patient’s discomfort reduced! Doctor’s diagnostic areas increased! 


For more information, prices and descriptive folder #89 


Write the manufacturer 


EDER INSTRUMENT COMPANY 2293 N. Clybourn Avenue 
Chicago 14, Illinois 


ULATORY TREATMENT 


hastens healing of 


stric and Duodenal Ulcers 


Roentgenological healing of ulcer in 81% cases, toin finely particulated bismuth subnitrate (Romach 
relief of pain without analgesics in 92%, weight process) bined with standard antacid 

goins averaging 7.9 Ibs. in 93%. Occult blood 

disappears from stools. No side effects, no Romach forms a protective coating of the vuicer 
ofter effects, no acid rebound. bed, quickly relieving pain and also promoting 
rapid roentgenological healing. 


This new therapy introduced from Holland (Phar- 
maceutische Fabriek Roter) is now available in Average dose, 2 tablets t.i.d., p.c. Available in 
the United Stotes as Romach tablets, which con- boxes of 60, 150 and 660. 


ROMACH 


| ROR CHEMICAL CO. AJG—5 


; 2268 First Ave., New York 35, N. Y 
Write for 


Professional 
sample and 
literature. 


Please send me without obligation professional sample, and 
literature on Romach tablets. 
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Each double-layered Emtozyme 


tablet contains 
Pepsin, N.F 250 mg 
— released in the stomach from 
gastric-soluble outer coating 


of tablet 
Pancreatin, U.S.P 300 mg 
Bile Salts 150:'mg 


—released in the small intestine 


from enteric-coated inner 


core 
A. H. ROBINS CO., INC. 
Richmond 20, Virginia 


Ethical Pharmaceuticals of Merit since 1878 


To assure 
good 
nutrition— 


PROPER - 


DIGESTION 


need not rely on ‘“‘wishing”’ 


As a comprehensive supplement to deficient natural 
secretion of digestive enzymes, particularly in older 
patients, ENTOZYME effectively improves nutrition by 
bridging the gap between adequate ingestion and proper 
digestion. Among patients of all ages, it has proved help- 
ful in chronic cholecystitis, post-cholecystectomy syn- 
drome, subtotal gastrectomy, pancreatitis, dyspepsia, 
food intolerance, flatulence, nausea and chronic nutri- 
tional. disturbances. 


For comprehensive digestive enzyme replacement— 
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OU’VE said good-by to the 
bride who was once your little girl, and to that handsome 
boy who is now your son. The youngsters are on their 
own: and so, after twenty-odd years, are you! Now is the 
time to think of yourselves— your pleasures, your security, 
your eventual retirement. A good time to start putting part 
of your savings away in safe, sure, United States Savings 
Bonds. Where nothing can touch your principal. And where 
your money earns 34% when bonds are held to maturity. 
Series E Bonds grow in value, year by year—and Series H 
Bonds pay you interest twice a year. Whichever you choose, 
start your bond program today! When financial independ- 
ence counts, count on U.S. Savings Bonds! 


The U.S. Government does not pay for this advertisement. It is 
donated by this publication in cooperation with the Advertising 
Council and the Magazine Publishers Association, 
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the old way 


new reveille (and pill) 7:00 A.M. 


simplified relief mess call (and pill) 1:00 P.M. 
mess call (and pill) 6:00 P.M. 


for the regimen-ted taps (and pill) 11:00 P.M. 
alert (and pill) 3:00 A.M. 


ulcer patient 


the new way 


Just 1 ‘Combid’ Spansule capsule 
ql2h provides 24-hour protection. 


‘Combid’ Spansule capsules control both the physical and psychic factors 
in ulcer and other g.i. disturbances. They are a logical combination of 
Darbidt (S.K.F.’s potent new anticholinergic) and Compazine® (S.K.F.’s 
outstanding tranquilizer and antiemetic). 


Combid Spansule! 


bid. Smith Kline G French Laboratories, Philadelphia 


*Trademark fT.M. Reg. U.S. Pat. Off. for sustained release capsules, S.K.E 
tT rademark for isopropamide, S.K.F. §T.M. Reg. Pat. Off. for prochlorperazine, $.K.F, 


‘care of 
the man 
rather than 
merely his 
stomach”? 


Milpath 


®Miltown # anticholinergic 


in 
peptic ulcer 


Milpath acts quickly to suppress hypermotility, 
hypersecretion and spasm, and to allay 
anxiety and tension. The loginess, dry mouth 
and blurred vision so characteristic of 

some barbiturate-belladonna combinations 
are minimal with Milpath. 


Formula: each scored tablet contains: 
meprobamate 400 mg., tridihexethy! iodide 25 mg. 


Dosage: 1 tabiet t.i.d. with meals and 2 tablets at bedti 


Wy? WALLACE LABORATORIES 


New Brunswick, N. J. 


Ewing Galloway 


An added defense fora GREAT BARRIER” 


As the Great Wall of China failed to provide the desired protection 
against outside invaders, the stomach’s “great barrier,” its mucosal 
lining, often breaks down under hyperacid conditions. To help the 
stomach defend itself, prescribe 


TREVIDAL 


THE BALANCED, PROTECTIVE, GOOD TASTING ANTACID 


Trevidal combines magnesium carbonate and calcium carbonate 
(quick-acting antacids) with aluminum hydroxide and magne- 
sium trisilicate (long-acting antacids). These ingredients are so 
balanced that rapid yet prolonged antacid action is achieved with- 
out constipation or diarrhea. Their continuous release is controlled 
by Egraine®, a protein binder. Trevidal also provides Regonol®, an 
acid-resistant vegetable gum, which protectively coats the mucosal 
lining for hours, becoming more viscous as gastric acidity in- 
creases. And Trevidal tastes good, in both tablet and liquid form. 
Patients don’t mind taking it, regardless of the duration of therapy. 


SUPPLIED: Trevidal Tablets—Boxes of 100; 
Trevidal Liquid—12 ounce bottles. 


Write for a clinical trial suppl 
ORANGE, N. J. ee 
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Reson acts instantly in the intestinal tract 


by the unique electrochemical adsorptive action (anion exchange ) 
of its resin component.' Insoluble and nontoxic”, Resion removes 
noxious substances through electrochemical attraction—like a mag- 
net. This action occurs instantaneously . . . as quickly as Resion and 
toxic acid molecules are within functioning range of chemical forces’, 
—yet it leaves important amino acids, vitamins and minerals un- 
affected. With Resion, 86 of 90 patients had complete relief of diar- 
rhea in 8 to 12 hours.* 


Dosage for simple diarrhea: Resion (polyamine methylene resin and synthetic 
silicates) 1 tablespoonful hourly for 4 doses; then every 3 hours while awake. 
Dosage for infectious diarrhea: Resion P-M-S (Resion plus polymixin, phthalylsul- 
facetamide and the parabens) 1 tablespoonful hourly for 3 doses; then 3 times daily. 
Infants: same schedule as above, but in teaspoonful doses. 

Supplied: Resion — bottles of 4 and 12 fluid ounces; Resion P-M-S — bottles of 
4 fluid ounces. 


References: 1. Martin, G. J.: Ion-Exchange and Adsorptive Agents in Medicine, Little, Brown 
and Co., Boston, 1955, P. 205. 2. Lichtman, A. L.: Exper. Med. & Surg. 9:90, 1951. 3. 
Gabroy, H. K., and Selsman, G. J. V.: Amer. J. Digest. Dis. 20:395, 1953. 


Products of THE NATIONAL DRUG COMPANY 
Original Research Philadelphia 44, Pa. R-2712/ 57 


C O 18 
jarrhea 
Uy 
Ck lp 


in the management of gastric ulcer 


safe, dependable acid control 


For adjunctive therapy in ulcer management, Gelusil safely controls acidity 
without inducing systemic alkalosis or acid rebound. Gelusil affords protection 
for eroded tissue and helps promote healing. Gelusil is nonconstipating, 
contains no laxative —a factor of particular importance in ulcer therapy. 


To protect the patient against nighttime acid pain, Gelusil-Lac provides 
the proven antacid action of Gelusil, plus the sustained buffering effect of 
specially prepared high protein (low fat) milk solids. 


GELUSIL 


2 to 4 tablets (or teaspoonfuls of Gelusil Liquid) 2 hours 
after meals or whenever symptoms are pronounced. 


GELUSIL-LAC 


At bedtime, one heaping tablespoonful, stirred 
rapidly into one-half glass of water ( provides 
the equivalent of 4 Gelusil tablets). Supplied 
in 20-dose bottles of 320 grams. 


WARNER-CHILCOTT 


be 


